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(wherein all symbols are as defined in the specification), a non-toxic acid thereof or a hydrate thereof as active 
ingredient. 

Because of having an effect of regulating PPAR. a compound of formula (I) is useful as a hypoglycemic agent, a 
hypolipidemic agent, a preventive and/or a remedy for diseases associating metabolic disorders (diabetes, obesity, syn- 
drome X, hypercholesterolemia, hyperlipoproteinemia, etc.), hyperlipemia, atherosclerosis, hypertension, circulatory 
diseases, overeating, coronary heart diseases, etc., an HDL cholesterol-elevating agent, an LDL cholesterol and/or 
VLDL cholesterol-lowering agent and a drug for relief from risk factors of diseases or syndrome X. 
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Description 

[Technical Field] 

5 [0001] The present invention relates to a carboxylic acid derivative and a peroxisome proliferator activated receptor 
regulator containihg carboxylic acid derivative as active ingredient. 

[O0O2] More particularly, the present invention relates to a peroxisome proliferator activated regulator containing a 
compound of formula (!) 



10 



15 



20 




(wherein all symbols are as hereinafter described), a non-toxic salt thereof and a hydrate thereof as active ingredi- 
ent, a novel carboxylic acid derivative of formula (I), a non-toxic salt thereof, a hydrate thereof and a process for the 
25 preparation thereof. 

[Background] 

[0003] Recently in the study of transcription factors concerned with genes expression in adipocytes differentiation, 
30 peroxisome proliferator activated receptor (abbreviated as PPAR hereinafter) has been focused. cDNAs of PPAR were 
cloned from various kinds of animals, and plural isoform genes were found, particularly in mammals three types of iso- 
forms (a, 5, y) are known (see J. Steroid Biochem. Molec. Biol., 61, 157 (1994); Gene Expression,. 4, 281 (1995) ; Bio- 
chemBiophys. Res. Commun.. 224. 431 (1996); Mol. Endocrinology, 6, 1634(1992)). PPAR y isoform is predominantly 
expressed in adipose tissues, immune cells, adrenal gland, spleen, small intestine. PPAR a isofonn is mainly expressed 
35 in adipose tissue, liver, retina, and 5 isoform shows the expression with no tissue specificity, which is widely expressed 
(see Endocrinology., 137, 354 (1 996)). 

[0004] On the other hand, the following thiazolidine derivatives are known as agents for the treatment of non-Insulin 
dependent diabetes mellltus (NIDDM) and are hypoglycemic agents which are used for the improvement of hyperglyc- 
emia in the patients suffering from diabetes. They are also effective for the improvement of hyperinsulinemia, glucose 
40 tolerance and decrease of serum lipid and therefore they are thought to be considerably hopeful as agents for the treat- 
ment of insulin resistance. 



45 
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BRL49653 



troglftazone 



[0005] One of the target proteins in the cells of these thiazolidine derivatives is exactly PPAR y and it is resolved 
that they enhance the transcription activity of PPAR y (see Endocrinology., 137 . 4189 (1996); Cell., 83. 803 (1995); 
Cell., 83, 813 (1995); J. BioL Chem., 2ZQ, 12953 (1 995)). Therefore, a PPAR activator (agonist) which enhances its tran- 
scription activity is thought to be hopeful as a hypoglycemic agent and/or a hypolipidennic agent. Furthermore, since a 
PPAR y agonist is known to promote the expression of PPAR y protein itself (Genes & Development., 1_0, 974 (1 996)), 
an agent which increases the expression of PPAR y protein itself as well as PPAR y activating agent is also clinically 
useful. 

[0006] Among all of nuclear receptors, PPAR y is related to adipocytes differentiation (see J. Biol. Chem., 272, 5637 
(1997) and Ceil., 83, 803 (1995)). It is known that thiazolidine derivatives which activate this receptor promote adi- 
pocytes differentiation. Recently it was reported that thiazolidine derivatives increase fat mass and cause man to gain 
weight and to become obese (see Lancet., 34^, 952 (1 997)). Therefore, it is also thought that antagonists which inhibit 
PPAR y activity and agents that decrease the expression of PPAR y protein itself are also clinically applicable. On the 
other hand, a compound that phosphorylates PPAR y protein and decreases its activity is reported (Science.. 274. 2100 
(1996)). This implies that an agent which does not bind on PPAR y protein as a ligand, but inhibits its activity is also clin- 
ically applicable. 

[0007] From these, PPAR y activators (agonists) and PPAR y regulators for its expression that can increase the 
expression of the protein itself are expected to be useful as hypoglycemic agents, hypolipidemic agents, preventives 
and/or remedies for diseases associated with metabolic disorders (diabetes, obesity, syndrome X, hypercholestero- 
lemia, hyperlipoproteinemia, etc.), hyperlipidemia, atherosclerosis, hypertension, circulatory diseases, overeating, etc. 
[0008] On the other hand, antagonists that inhibit the transcription activity of PPAR y or PPAR y regulators that 
inhibit the expression of the protein itself are expected to be useful as hypoglycemic agents, preventives and/or reme- 
dies for diseases associated with metabolic disorders (diabetes, obesity, syndrome X, etc.), hyperlipidemia, atheroscle- 
rosis, hypertension, overeating, etc. 

[0009] The following fibrate compound (e.g. chlofibrate) is known as a hypolipidemic agent. 




o 

chlofibtate 
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[0010] it is also resolved that one of the target proteins in the cells of fibrate compounds is PPAR a (See Nature., 
347 . 645 (1990); J. Steroid Biochem. Molec. BioL, 51, 157 (1994); Biochemistry., 32, 5598 (1993)). From these facts, 
PPAR a regulators, which can be activated by fibrate compounds are thought to have a hypolipidemic effect, and so 
5 they are expected to be useful as preventives and/or remedies for hyperlipidemia etc. 

[0011] Besides, it was recently reported that biological activation of PPAR a linked anti-obese effect in the specifi- 
cation of WO 9736579. It was reported that the elevation of high density lipoprotein (HDL) cholesterol and the reduction 
of low density lipoprotein (LDL) cholesterol, very low density lipoprotein (VLDL) cholesterol and triglyceride were 
. Induced by PPAR a activation (J. Lipid Res., 39. 17 (1998)). It was also reported that improvement of fatty acid compo- 
se sitlon in the blood, hypertension and insulin resistance by the treatment of bezaflbrate (one of fibtrate compounds) (Dia- 
betes.. 46, 348 (1997)). Therefore, agonists that activate PPAR a and PPAR a regulators that promote expression of 
PPAR a protein itself are useful as hypolipidemic agents and remedies for hyperlipidemia , and are expected to have 
HDL cholesterol-elevating effect, LDL cholesterol and/or VLDL cholesterol-lowering effect, inhibition on the progress of 
atherosclerosis and anti-obese effect. Therefore, they are thought to be hopeful agents for the treatment and/or preven- 
ts tion of diabetes as hypoglycemic agents, for the improvement of hypertension, for the relief from risk factor of syndrome 
X and for the prevention of occurrence of coronary heart diseases. 

[0012] On the other hand, few reports are found on ligands that activate PPAR 5 significantly or on biological activ- 
ities associated with PPAR 5. 

[001 3] PPAR 5 is sometimes called PPAR p, or it is also called NUC1 in human. So far it was shown that in the spec- 
2o ification of WO 9601430 hNUCIB (PPAR subtype whose structure is different from that of human NUC1 in one amino 
acid) inhibited the transcription activities of human PPAR a and thyroid hormone receptor. Recently in the specification . 
of WO 9728149. it was reported that compounds bound to PPAR 8 protein with high affinity activated PPAR 5 signifi- 
cantly (i.e. agonists) and they had HDL (high density lipoprotein) cholesterol-elevating activity. Therefore, agonists that 
activate PPAR 5 are expected to have HDL cholesterol -elevating effect, and so they are expected to be useful for the 
25 inhibition on the progress of atherosclerosis and its treatment, as hypolipidemic agents and/or hypoglycemic agents, for 
the treatment of hyperiipidemia, as hypoglycemic agents, for the treatment of diabetes, for the relief from risk factor of 
syndrome X, and for the prevention of occurrence of coronary heart diseases. 
[0014] The following PPAR regulators have been reported. 

3o (1) For example, in the specification of WO 97281 15, it is described that a compound of formula (A) 



35 



40 



#0-3 




(wherein R""^ is selected from hydrogen, C3--10 cycloalkyi, etc., R^'^ is selected from hydrogen, 05-10 aryl, 
45 C5--1 0 heteroaryl, etc., R^^ jg selected from R^A etc.. (ZA-W^-) is Z^-CR^Ar^A zA-CR^ArTA.rBA.^ e^.. R^^ 

is selected from CR®Ar7A S(0)pA, etc., R^^and R^^ a^e each independently, selected from hydrogen, 01 ~6 
alkyi, etc., X''^ and X^^ each independently, hydrogen. 01-15 alkyi, halogen, etc.. is selected from 
S(0)pA. etc., Y^'A Is selected from O, C, etc., Is selected from COgR^ etc., tA and VA are each inde- 
pendently 0 or 1, tA + VA is 1, qA is saturated or unsaturated 2-4 straight-chained hydrocarbon, pA is 0-2, 
so R^A i5 hydroxy, CI -1 5 alkoxy. etc.) or a pharmaceuticaily acceptable salt thereof is a PPAR 5 modulator (nec- 

essary part is extracted in the explanation of the group). In the specifications of WO 9727857 and WO 
9728137. it is described that analogous compounds therewith are also PPAR 5 modulators. 



(2) in the specification of WO 9731907. it is described that a compound of fonnula (B) 
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(B) 



15 



20 



25 



30 



(wherein is phenyl, said phenyl may be substituted by one or more of halogen, C1--6 alkyl, alkoxy, 
CI -3 fluoroalkoxy, hitrile or -NR^^rSS (R^^ pSB each independently hydrogen or CI --3 alkyl); 
B is 5 or 6- membered hetero ring - CI -6 alkylene-. said hetero ring may be substituted by C1-3 alkyl- 
Alk^isC1~3alkylene; 

^ is hydrogen or CI -3 alkyl; 

is selected from -(C1->-3 alkylene)phenyl or -NR^^R"*^) or a pharmaceutlcally acceptable salt thereof has 
PPAR y agonist activity (necessary part is extracted in the explanation of the group). 

(3) In the specification of JP Kokai Hei 9-323982. it is described that a propionic acid derivative of formula (C) 



rc. 



r4C 



r6C o 




R"*' (C) 
p9C Rrc 



35 



(wherein is 



40 



R*Vp 



or 




(wherein R^ is an optionally substituted aromatic hydrocarbon, an optionally substituted cyclic aliphatic hydro- 
carbon, an optionally substituted hetero ring or an optionally substituted fused hetero ring and R^^ is lower 
alkyl), R^CJ ^^ hydrogen or lower alkyl, R^^ is hydrogen or taken together with R®^ to form a double bond. R^"^ 
is hydrogen, hydroxy, carboxy. acyl. optionally substituted alkoxycarbonyl, optionally substituted lower alkyl, 
optionally substituted carbamoyl, optionally substituted aryloxycarbonyl. optionally substituted aralkyloxycarb- 
onyl or a group represented by formula -Y^-R^c (wherein is -NH- or oxygen. R^^ is optionally substituted 
acyl, optionally substituted alkoxycarbonyl, aryloxycarbonyl or aralkyloxycarbonyl), R^^ is hydrogen, optionally 
substituted lower alkyl or optionally substituted lower alkoxycarbonyl, \s hydroxy, optionally substituted 
amino, optionally substituted lower alkoxy, optionally substituted lower alkyl, optionally substituted aryloxy or 
optionally substituted aralkyloxy) or a pharmaceutical composition containing a pharmaceutlcally acceptable 
salt thereof has hypoglycemic effect and hypolipidemic effect. In the specifications of JP Kokai Hei 8-325264, 
JP Kokai Hei 8-325250. WO 9638415 and WO 9800137. it is described that analogous compounds therewith 
have hypoglycemic effect and hypolipidemic effect. 



6 



BNSDOCID: <EP 1067109A1J_> 



10 



EP1 067 109 A1 

(4) In the specification of JP Kokai He! 8-104688, it is described that a connpound of formula (D) 



R°~(0)„D-x }-^-CH— I f 



»1D' 



o 



P) 



75 



20 



(wherein r'^ is an optionally substituted hydrocarbon residue or a hetero ring which may be bound through car- 
bon chain(s), n^ is 0 or 1, is CH or N, is a bivalent hydrocarbon residue. R^'^ and R^^ are the same or 
different to represent hydrogen, halogen, optionally substituted hydroxy! or an optionally substituted hydrocar- 
bon residue, and either of R^^ or R^'^ may be taken attached to a part of Y'^ to form a ring) or a salt thereof has 
hypoglycemic effect and hypolipidemic effect In the specification of JP Kokat Sho 61-85372, it Is described that 
analogous compounds therewith also have hypoglycemic effect and hypolipidemic effect. 

(5) In the specification of JP Kokai IHei 1-143856, it is described that a compound of formula (E) 



25 



30 




(E) 



35 



40 



(Wherein is -CR'*^= or -N=, Y^ is -CR^^=N-. -N=CR^^-, -CR'^^=CR^^-, -0-, -S- or -NR"*^-. is - (CH2)nEO- 
. -(CH2)nES-, etc., R''^ is -(CHR^^)nECOOR®^ etc., nE is each independently 0-5, R^^ is each hydrogen, lower 
alkyi, lower alkoxy, trifluoromethyl, nitro, cyano or halogen, etc., R^^ is 



-(CH2)„eVV' 




or 




50 



55 



is a bond or -0-, -S- or -NR^^-, mE is 1-15, R"^^ is each independently hydrogen or lower alkyI, R^^ is 
hydrogen or methyl) or a pharmaceutically acceptable salt thereof has an inhibitory activity against lipoxygen- 
ase and a competitive activity against leucotriene. 



(6) In the specification of JP Kohyo Het 8-5041 94, It is described that a compound of formula (F) 

X"^— Y*"— Z^— "Aryl^"— A*"— 



(F) 



(wherein "Aryl F" is a monocyclic 6-membered hetero ring system containing 0, 1 , 2. 3 or 4 of N atom and hav- 
ing no substituents or substituted by R^^. 

X*^ is a mono- or multi-cyclic aromatic or non-aromatic 4'-10 membered ring system etc. containing 0, 1, 2. 3 



4F 



or 4 of hetero atom selected from N, O and S and having no substituents or substituted by R"* , R^"", R^^ or R' 
R^ R^^, R^^ and R"*"^ are independently selected from a group of hydrogen, CI -1 0 alkyl, C3-8 cycloalkyl. aryl 
CO-8 alkyl, amino CO-8 alkyl, CI -6 alkylamino C0~8 alkyl, CI -6 dialkylamino CO-8 alkyl, CI -4 alkoxy CO-6 
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alkyl, etc.; 

Y*" is C0~8 alkyl, CO-^B alkyl-O-C0--8 alkyl, alkyl-SOnF-CO-B alkyl, etc., wherein nF is an integer of 0-2, 
and A*" are independently selected from {CH2)mP (^^2)mfO(CH2)nF, (CH2)mFS02(CH2)nF 
(CH2)mFS(CH2)nR (CH2)mFSO(CH2)nf; etc., wherein mF and nF are integers independently selected from 
with the proviso that when is (CH2)mR "Aryl F" which is attached to and A^" must contain at least 1 hetero 
atom; 

R^*" is hydrogen, CI -6 alkyl, C0~6 alkyloxy CO-6 alkyl, or halogen, etc., 
B*" is 



10 



15 




wherein R®^, R^^, R®^; R^^, R^o^ and R^^*^ are independently selected from hydrogen, C1 --8 alkyl, etc., 

R''^^ is selected from hydroxy, C1-8 alkyloxy, etc.) and a pharmaceuticaily acceptable salt have fibrinogen 

receptor antagonist activity (necessary part is extracted in the explanation of the group). 

[Disclosure of the invention] 



[0015] As a result of energetic investigations in order to find compounds which possess PRAR regulating activity, 
25 the present Inventors have found that the purpose is accompRshed by the compound of formula (I). 

[0016] Part of the compounds of formula (I) is known by the said specifications of JP Kokai Hei 1-143856 and JP 
Kohyo Hei 8-504194. The effects of these compounds, that is to say, lipoxygenase inhibitory activity, leucotriene com- 
petitive activity and fibrinogen receptor antagonist activity are also known, but PPAR regulating effect of these com- 
pounds is not easily expected from these facts. 
30 [0017] The other part of the compounds of formula (I) is novel which has never been known so far. 
[001 8] The present invention relates to 



1 ) a peroxisome proliferator activated receptor regulator containing a carboxylic acid derivative of fomnula (I) 



40 




(wherein A^ is C1~4 alkylene or C2~4 alkenylene. 
A^ is -O- or -S-, 
50 A^ is CH or N, 

n Is 1 -5, 
R^ is 

(i) hydrogen, 
55 (ii) CI ~8 alkyl, 

(iii) halogen, 

(iv) C1'<-4 alkoxy, 

(v) nitro, 
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(vi) trihalomethyl, 

(vii) trihalomethoxy, 

(viii) trihalomethylthio, 

(ix) cyano, 

(x) C1-4alkylthio, 

(xi) NR^R® (wherein R^ and R® are each independently, hydrogen or C1 ~4 alkyi), 

(xii) carbocycllc ring or 
(xili) hetero ring. 

R2js 

(!) hydrogen, 

(ii) C1-4alkyl. 

(iii) halogen or 

(iv) trihalomethyl, 

Cyc'' is 



Cyc^ is 

(i) carbocyclic ring or 
(li) hetero ring, 

r3 is 

(1) hydrogen, 

(ii) 0^'-8 alkyI, 

(iii) halogen, 

(iv) C1~4 alkoxy, 

(v) nitro, 

(vi) trihalomethyl, 

(vii) trihalomethoxy, 

(viii) trihalomethylthio, 

(ix) cyano or 

(X) C1~4alkylthio, 

R^ is 
0) 

— ^a^-c-coor' 

or 

(ii) 2,4-thia2olidlndion-5-yl, 
A'^is 



EP1 067109 A1 



(I) bond, 

(ii) CI --4 alkylene, 

(iil) -C1 --4 alkylene-O- or 

(iv) -CI --4 alkylene-S-, 

R^, and are each independently hydrogen or C1 ~4 alkyl, with the proviso that 

(1 ) R"* is attached to 2- or 3-position and 

(2) when R^ is attached to 3-position, is bond or methylene, is CH and Cyc^ is benzene, then A^ is 
nnethylene, ethylene or vinylene.), Its non-toxic salt or hydrate thereof as active ingredient, 

2) a carboxyllc acid derivative of formula (I) 




(wherein A^ is C1-4 alkylene or C2-4 alkenylene, 
A^ is -O- or -S-, 
A^ is CH or N. 
n is 1 -5, 
R^ is 

(I) hydrogen, 
(ii)C 1-^8 alkyl, 
(ill) halogen, 

(iv) C1-^4alkoxy, 

(v) nitro, 

(vi) trihalomethyl, 
(vil) trihalomethoxy, 

(viii) trihalomethylthio, 

(ix) cyano, 

(X) C1-^4 afkylthio, 

(xi) NR^R^ (wherein R^ and R® are each independently hydrogen or C1-4 alkyl). 

(xii) carbocyclic ring or 

(xiii) hetero ring, 

R2is 

(i) hydrogen, 

(ii) CI --4 alkyl, 

(iii) halogen or 

(iv) trihalomethyl. 

Cyc"* is 



1067109A1J_> 
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0) 




/ 



00 



// 



,or 



N — 'J 



10 



15 



Cyc^ is 



(i) a carbocyclic ring or 

(ii) a hetero ring, 



R^is 



20 



25 



30 



(i) hydrogen, 

(ii) C1-8 alkyl, 
(ill) halogen, 

(iv) C1~4 alkoxy, 

(v) nitro, 

(vi) trihaionnethyl, 

(vii) trihaiomethoxy, 

(viii) trihalomethylthio. 

(ix) cyano or 

(X) C1--4 alkylthio, 

is 
(0 



35 



— ^A^-V-COOR^ 



or 



40 



45 



SO 



55 



(ii) 2,4-thiazolidindion-5-yl, 
A'^is 

(i) bond, 

(ii) 01-^4 alkylene. 

(ill) -C1~4 alkylene-O- or 
(iv) -C1~4 alkylene-S-, 

R^, R® and R^ are each independently hydrogen or CI -4 alkyl, with the proviso that 

(1 ) R"* is attached to 2- or 3-positlon and 

(2) when R"* is attached to 3-position, A"* is a bond or methylene, A^ is CH and Cyc^ is benzene, A^ Is 
methylene, ethylnene or vinylene.), a non-toxic acid thereof or a hydrate thereof and 

3) a method for the preparation of a compound of formula (I). 

[Detailed Explanation of the Invention] 

[0019] Unless othenwise specified, all isomers are Included in the present invention. For example, alkyl, alkenyl, 
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alkynyl, alkoxy, alkyfthio, alkylene, alkenylene and alkynylene include straight-chain and branched-chain ones. Moreo- 
ver, the Isomers In the structure of double bond, ring, fused ring (E. Z, cis. trans), the Isomere generated by the pres- 
ence of asymnnetric carbon atom(s) etc. (R, S isomers, a, p Isomers, enantiomers. diastereomers) optically active 
Isomers having optical rotation (D, L, d, I isomers), isomers separated by chromatography (more polar or less polar iso- 
mers), equilibrium compounds, compounds of arbitrary ratio of these compounds. 
[0020] In the present Invention, CI -4 alkyi is methyl, ethyl, propyl, butyl and isomers thereof. 
[0021] C1~8 alkyI is methyl, ethyl, propyl, butyl, pentyl, hexyl, heptyl. octyl and isomers, thereof. 
[0022] C1~4 alkoxy is methoxy, ethoxy, propoxy, butoxy and isomers thereof. 
[0023] CI -4 alkylthio is methylthio, ethylthio. propylthio, butylthio and Isomers thereof. 
[0024] CI -4 alkylene is methylene, ethylene, trimethylene, tetramethylene and Isomers thereof. 
[0025] C2-4 alkenylene is ethenylene, propenylene, butenylene and isomers thereof. 
[0026] Halogen is iodine, bromine, fluorine and chlorine. 

[0027] Trihalomethyl is methyl group which is tri -substituted by iodine, bromine, fluorine or chlorine. 
[0028] Trihalomethoxy is methoxy group which is tri-substituted by iodine, bromine, fluorine or chlorine. 
[0029] Trihalomethylthio Is methylthio group which is tri-substituted by iodine, bromine, fluorine or chlorine. 
[0030] Carbocyclic ring represents C3--15 mono-. bi>, ortri-cyclic carbon ring and bridged carbocyclic ring. C3-^15 
mono-, bi-, or tri-cyclic carbon ring and bridged carbocyclic ring contains, for example, cyclopropane, cyclobutane, 
cyclopentane, cyclohexane, cycloheptane, cyclooctane, cyclononane, cyclodecane, cyclopentene. cyclohexene, 
cyclopentadiene, cyclohexadiene, benzene, pentalene, indene. naphthalene, azulene, fluorene. phenanthrene. anthra- 
cene, acenaphthylene, biphenylene, perhydronaphthalene, indane (dihydroindene), perhydroindene, dihydronaphtha- 
lene, tetrahydronaphthalene. perhydronaphthalene, perhydroazulene. perhydrofluorene. perhydrophenanthrene, 
perhydroanthracene, perhydroacenaphthylene, perhydrophenylene. bicyclopentane, bicyclohexane. bicycloheptane 
([2.2.1]bicycloheptane), bicyclooctane, bicyclononane, bicyclodecane. adamantane, etc. 

[0031] Hetero ring includes a 4-18 membered mono-, di- or tri-cyclic hetero aryl, or partially or completely satu- 
rated one containing 1 -4 of nitrogen, 1 ~2 of oxygen and/or 1 of sulfur. 

[0032] Said 4-1 8 membered mono-, di- or tri-cyclic hetero aryl containing 1 -4 of nitrogen. 1 -2 of oxygen and/or 1 
of sulfur includes pyrrole, imidazole, triazole, tetrazole, pyrazole. pyridine, pyrazine, pyrimidine, pyrldazine, azepine. 
diazepine, furan, pyran. oxepin, oxazepin, thiophene, thiain (thiopyran), thiepin, oxazole, isoxazole, thiazole. isothiazole, 
oxadiazole, oxazine, ozadiazine, oxazepine, oxadiazepine. thiadiazole, thiazine. thiadiazine, thiazepine, thiadiazeplne, 
indole, Isoindole, benzofuran. isobenzofuran. benzothiophene, isobenzothiophene, indazole, quinoline, isoquinoline, 
phthalazine. naphthyridine, quinoxaline. quinazoline. cinnoline. benzoxazole, benzothiazole. benzoimidazole, carba- 
zole, acridlne, etc. 

[0033] Said 4-18 membered mono-, di- or tri-cyclic hetero aryl or partially or completely saturated one containing 
1-4 of nitrogen, 1-2 of oxygen and/or 1 of sulfur includes pyrroline, pyrrolidine, imidazoline, imidazolidine, triazoline, 
triazolidine. tetrazoline, tetrazolidlne, dihydropyridine, dihydropyrazine, dihydropyrimidine. dihydropyridazlne, piperid- 
ine, piperazine, tetrahydropyrimidine, tetrahydropyridazine, dihydrofuran, tetrahydrofuran, dihydropyran, tetrahydro- 
pyran. dihydrothiophene, tetrahydrothiophene. dihydrothiaine (dihydrothiopyran), tetrahydrothiaine 
(tetrahydrothiopyran). dihydroxazole, tetrahydroxazole. dihydroisoxazole, tetrahydroisoxazole. dihydrothiazole. tetrahy- 
drothiazole, dihydroisothiazole, tetrahydroisothiazole, morpholine, thiomorpholine, indoline, isoindoline, dihydrobenzo- 
furan, perhydrobenzofuran, dihydroisobenzofuran, perhydroisobenzofuran, dihydrobenzothiophene, 
perhydrobenzothiophene, dihydroisobenzothiophene, perhydroisobenzothiophene, dihydroindazole, perhydro indazole, 
dihydroquinoline, tetrahydroqulnoline, perhydroquinoline, dihydroisoquinoline. tetrahydroisoquinoline, perhydroisoquin- 
oline. dihydrophthalazine, tetrahydrophthatazine, perhydrophthalazine, dihydronaphthyrtdine, tetrahydronaphthyridine, 
perhydronaphthyridine, dihydroquinoxaline. tetrahydroquinoxaline, perhydroquinoxaline, dihydroquinazoline, tetrahyd- 
roquinazoline, perhydroquinazoline. dihydrocinnoline, tetrahydrocinnoline, perhydrocinnollne. dihydrobenzoxazole, per- 
hydrobenzoxazole, dihydrobenzothiazole. perhydrobenzothiazole, dihydrobenzimidazole, perhydrobenzimidazole, 
benzoxazepine, benzoxadiazepine, benzothiazepine, benzothiadiazepine, benzazepine, benzodiazepine, ind- 
oloxazepine, indolotetrahydroxazepine, indoloxadiazepine. indolotetrahydroxadiazeplne, indolothlazepine. indolotet- 
rahydrothiazepine. indolothiadiazepine. indolotetrahydrothiadiazepine. indolazepine, indolotetrahydroazepine. 
indolodiazepine. indolotetrahydrodiazeplne. benzofurazane. benzothiadiazole, benzotriazole, camphor, imidazothia- 
zole, dihydrocarbazole, tetrahydrocarbazole. perhydrocarbazole, dihydroacridine. tetrahydroacrldine, perhydroacridine, 
1.3-dioxaindane, 1,4-dioxaindane ring, etc. 

[0034] In the fomiula (I), is preferably 01 -4 alkyI, more preferably methyl and ethyl. 
[0035] In the formula (I), Cyc^ is preferably. 
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(wherein the bond in the right hand Is attached to A 



), more preferably 



15 




20 



(wherein the bond in the right hand is attached to A"*.). 



[0036] In the formula (I). A^ is preferably CI -4 alkylene. more preferably C1 -^2 alkylene (-CH2-, -(CH2)2-)- 

[0037] In the formula (I), A^ is preferably -0-. 

[0038] In the formula (I), A^ is preferably CH. 

25 [0039] In the formula (I), R"* is preferably attached to 3-position. 

[0040] In the formula (I), is preferably 



[0041] In the formula (I), A"* is preferably a bond, -C1-4 alkylene-O-or -C1-4 alkylene-S-, more preferably a bond 
35 or -CH2-S-. In the formula (I), R® and are preferably hydrogen or methyl, more preferably hydrogen. 

[0042] In the formula (I), R^ is preferably hydrogen, CI -8 alkyi, halogen, trihalomethoxy or trihalomethylthio, more 
preferably hydrogen, halogen or trihalomethoxy. 

[0043] In the formula (I), a carbocyclic ring represented by Cyc^ is, preferably C3~1 0 mono- or bi-cycllc carbon ring, 
more preferably cyclopropane, cydobutane, cyclopentane, cyclohexane, cycloheptane, cyclooctane, cyclononane, 

40 cyclodecane or benzene, particularly preferably, cyclopropane, cyclopentane, cyclohexane or benzene. 

[0044] In the formula (I), a hetero ring represented by Cyc^ is preferably 3-1 0 membered mono- or bi-cyclic hetero 
aryl containing 1 -2 of nitrogen, 1-2 of oxygen and/or 1 of sulfur or partly or totally saturated one, more preferably furan, 
thiophene, pyridine, quinoline, thtadiazole (1 ,2,3-thiadiazole), plperazine or dioxaindane (1 ,3-dioxaindane), particularly 
preferably dioxaindane (1 ,3-dioxaindane). 

45 [0045] In the formula (I), a carbocyclic ring represented by R^ is preferably C3-10 mono- or bi-cyclic carbon ring, 
more preferably cyclopropane, cydobutane, cyclopentane, cyclohexane, cycloheptane, cyclooctane, cyclononane, 
cyclodecane or benzene, particularly preferably cydopropane, cyclopentane, cyclohexane or benzene. 
[0046] In the formula (I), a hetero ring represented by R^ is preferably a 5-1 0 membered mono- or bi-cyclic hetero 
aryl or partially or completely saturated one containing 1-2 of nitrogen, 1-2 of oxygen and/or 1 of sulfur, more prefer- 

50 ably furan, thiophene, pyridine, thiadiazole (1,2,3-thiazole), piperazine or dioxaindane (1 ,3-dioxaindane), particularly 
preferably thiadiazole (1 ,2,3-thiadiazole). 

[0047] In the present invention, PPAR regulator includes all the regulators of PPAR a, y, 5, a + y, a + 5, y + 6 and 
a + y + b. Preferable regulatory fashion is, PPAR a regulator, PPAR 5 regulator, PPAR a + y regulator, PPAR a + 5 reg- 
ulator, more preferably PPAR a + 7 regulator or PPAR 6 regulator 
55 [0048] PPAR regulator also includes PPAR agonist and PPAR antagonist, preferably PPAR agonist, more prefera- 
bly PPAR a agonist, PPAR 5 agonist, PPAR a + y agonist or PPAR a + y agonist or PPAR a + 5 agonist, particularly 
preferably PPAR a + y agonist or PPAR 5 agonist. 

[0049] Among the compounds of formula (I), preferable ones are, a compound of formula (l-a) 
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R3 




15 



(wherein ail symbols are as hereinbefore described), a compound of fomriula (l-b) 



20 



25 




Rf 



(i-b) 



30 



J5 



40 



(wherein all symbols are as hereinbefore described), a compound of formula (l-c) 



45 (wherein all symbols are as hereinbefore described), a compound of formula (l-d) 



50 



8 d9 



S COOH 



(I-d) 



55 



(wherein all symbols are as hereinbefore described), a compound of fonnula (l-e) 
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(wherein all symbols are as hereinbefore described), a compound of formula (1-f) 
(R')n 



Cyc2 




(wherein all symbols are as hereinbefore described), a compound of formula (l-g) 




(wherein all symbols are as hereinbefore described), a compound of formula (l-h) 
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(wherein all symbols are as hereinbefore described), a compound of formula (l-j) 



5 



10 




15 



(wherein all symbols are as hereinbefore described), a compound of formula (l-k) 




(wherein all symbols are as hereinbefore described), a compound of formula (M) 




a non-toxic salt thereof and a hydrate thereof. 
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[0050] Concrete compounds include the ones described in the following tables 1-20, non-toxic salts thereof and 
hydrates thereof. 

[0051] In the following tables, Me represents methyl, Et represents ethyl, t-Bu represents t-butyl and the other sym- 
bols are as hereinbefore described. 



10 



(R^)n-(Q>-<^X!.' 



Tabid 

Me 
O 



COOH ^'^'^) 



20 



25 



30 



35 



45 



50 



No. 


(R^)ii-rCvc2T — 


No. 


(R*)_-tCvc2T — 


No. 


(R\-tCvc2t — 


1 


o- 


11 




21 




2 




12 




22 


o- 


3 




13 


V V 


23 




4 




14 




24 


A 

Me 


5 




15 


(Ml 


25 




6 




16 


MeO 


26 


\ f 


7 




17 


MeO 
M*0 


27 




8 




18 


F F 


28 




9 


F,CO-Q~ 


19 


t>- 


29 


o-p- 


10 




20 




30 





55 



BNSDOCJD: <EP 1067109A1J_> 



17 




BNSDOCID: <EP 1067109A1J_> 



18 




19 

BNSDOCID: <EP 1067109A1J_> 




BNSDCXID: <EP 1067l09Ai_L> 



20 



EP 1 067 109 A1 



Table 5 











No. 




No. 




IND. 


IT* In^CyCiil 


1 




11 




21 




2 




12 




Cm. 




3 




13 




23 




4 




14 


Cl 


24 


Me 


5 




15 




25 














6 




16 


MeO 


26 


/— \ 
Me-N N- 

V 1 


7' 




17 


MeO 
MeO 


27 


<JKJ- 


8 




18 




28 




9 


F,CO-Q~ 


19 




29 




10 




20 




30 


F 



21 



EP 1067 109 A1 



Table 6 



No. 


<R)«-k5yc2^ 


No. 




No. 




1 

2 
3 

4 


V y 
/==\ 


11 
12 
13 

14 


a 


21 
22 
23 

24 


0 

Me 


5 




19 








6 




16 


MeO 




IWI© W IM 


7 


0»N— ^ ^ — 


• i 


MeO 
MoO 






8 




18 




28 




9 


F,CO-.Q- 


19 




29 




10 




20 


0 


30 





22 



EP 1 067 109 A1 



Table? 



No. 


— V 


No. 


y — N. 
(R^)„-(cy«^— 


No. 




1 




11 




21 




2 


V y 


12 




22 


0 

V—/ 


3 




13 


M.S-Q- 


23 




4 




14 


/■■"rr\ 

CI 


24 


N V 
Me 


5 




15 


^\}- 
02N 


25 




6 




16 




26 


/ \ 








MeO 






7 




17 


M«0 
MeO 


27 


00- 


8 




18 




28 




9 




19 


F F 

t>- 


29 




10 




20 


0- 


30 





23 



EP 1 067 109 A1 

Table 8 



10 


No, 




No. 




No. 




15 


1 


O- 


1 1 










2 


\_/ 


12 








20 


3 




13 . 




23 






4 




14 




24 




25 


5 


F-TV- 


ID 




25 


Me 














30 


6 


CI — d V— 


1 o 


MeO 


26 


/ — V 
Me -N^ — 










MeO 






?5 


7 


02N-C1^ — 


17 


MeO 




r\-r\- 


0 


8 




18 




28 






9 




19 




29 




5 


10 


f,cshQ- 


20 


O- 


30 





50 



24 

BNSDOCID: <EP 10e7109AlJ_> 



EP i 067 109 A1 




25 




BNSDOCID: <EP 1067109A1J_> 



26 



EP1 067 109A1 



Table 11 



No. 




No. 




No. 




1 


o- 


11 




21 




2 




12 




22 




3 


t-Bu— ^ a — 


13 




23 




4 




14 


ct 


24 


Me 


5 




15 




25 




6 




16 


M«0 


26 


Me-N Vl- 


7 ' 




17 


MeO 
MeO 


27 


00- 


8 




18 




28 




9 




19 


F F 


29 




10 


F3CS-Q- 


20 


0 


30 


F 



27 



EP 1 067 109 A1 



Table 13 



No. 


1 


No. 




No. 




1 




11 




21 




2 


\ ff 


12 




r g 




3 


t-Bu-Q- 


13 




23 


l!>- 


4 




14 


CI 


24 


N S 


C 

O 


•^^.^ 


15 




25 


Me 








OzN 






6 

w 




lO 


MeO 


26 


/ — V 
Me-N N— 








MeO 






7 






MeO 


27 


\J-w- 


8 




18 




28 




9 




19 


>- 


29 




10 




20 




30 


F 



28 



EP 1 067 109 A1 



Table 14 



No. <p\-(^^ 


No. ^\-(^^- 


No. <R^)„-(^^- 


1 o- 

3 t^u-^- 

4 MeO-^- 

9 F,CO-^- 

10 FaCS-^^— 


11 Ute^N-^Q- 

12 NChQ- 

13 MeSnQn- 

14 •*'-0~ 

a 

15 

16 --^-P^ 

MeO 

MeO 

) — - 

17 MeO-^^ 

MeO 

18 Mo-^- 

19 |>- 

20 C> . 


21 [Jh- 

22 0- 

23 ir>- 

24 

Me 

25 O- 

26 Mo-N^N- 

> f 

^ V - ■■■■■ 1 . 

29 
30 

F 



29 



EP1 067 109A1 



Table 15 



No 




Nn 

MCI, 


V'^ ;n^Cyc2T 


No. 




«4 
1 




11 




21 




2 




12 




22 


o- 


3 




13 




23 




4 




14 


CI 


24 








13 




25 




6 




1 A 
1 D 


MoO 


26 


/ — V 
M*-N N— 

\ t 


7 




1 i 


MeO 
MeO 


£.1 




8 




18 




28 




9 




19 




29 




10 




20 




30 


F 



30 



EP1 067 109 A1 



Table 16 



No. 




No. 




No. 




1 


o- 


11 

iO 




21 


rv- 
\_-/ 


3 




13 


M.S-Q- 


23 


u- 


4 




14 


Me— & \— 


24 


Me 


5 
6 




15 
16 


— 

MeO 


25 
26 


/ — \ 
Me-N N— 


7 




17 


MeO 
MeO 


- 27 




8 




18 


»«*-^- 
F F 


28 




d 




19 


D>- 


29 




10 




20 


0- 


30 


F 



31 




BNSDOCID: <EP 1067109A1_L> 



32 




BNSOOCID: <EP 1067109A1 J_> 



33 



EP 1 067 109 A1 



Table 19 











a-1-1) 


No. 




No. 




No, 




1 


o- 


11 




21 




2 




12 




22 


<:> 


3 




13 




23 




4 




14 


Cl 


24 


Me 


5 




15 




25 




6 




16 


MeO 


26 


Me-N N- 


7 


O-JJ— ^ ^ — 


1 / 


MeO 
M«0 


27 


o-o- 


8 




1 o 




28 




9 


F,CO-'Q- 


19 




29 


F 


10 




20 




30 



34 



EP1 067 109 A1 



10 



15 



20 



25 



30 



35 



40 



45 



50 




Table 20 







No 




No 


(R'Ih-T CJtf c2t— 


-1 




11 




21 




2 




12 




22 




3 




13 




23 




4 


MeOnQ- 


14 


Cl 


24 


Me 


5 




15 




25 










02N 






6 




16 


MeO 


26 


M«-N ^N— 

> — ) 


7 




17 


MeO 


27 


0-0- 


8 




18 




28 




9 




19 


F F 


29 




10 




20 


0- 


30 


F 



[Processes for the Preparation of the compound of the present invention] 
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[0052] 



(1) Among the compounds of the present invention of formula (I), the compounds wherein R"^ is 
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,9 



COOR 



l.e. the compounds of formula (1-1 ) 




A* — C — COOR^-^ 



R3 



(1-1) 



(wherein R'' "' and COOR^'^ are the same meanings as R^ and COOR^ respectively, with the proviso that 
amino group represented by R^"^ is protected if necessary, COOH group represented by COOR^*^ is protected 
if necessary. 



Protective groups for amino include, for example, benzyloxycarbonyl, t-butoxycarbonyl, trifluoroacetyl. etc., 
protective groups for COOH include, for example, methyl, ethyl, t-butyl, benzyl, etc. The other symbols are as here- 
inbefore described) may be prepared by subjecting to a reaction a compound of formula (II) 



(wherein all symbols are as hereinbefore described) or subjecting to a reaction a compound of formula (IV) 




(II) 



(wherein all symbols are as hereinbefore described) and a compound of formula (III) 




(III) 



.1067109A1_L> 
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Cyc2 V-4 Cycl j— A^— R 



10 



(IV) 



(wherein is halogen or methanesulfonyloxy and the other symbols are as hereinbefore described) and a 
compound of formula (V) 



(wherein R''^ is hydroxy or mercapto and the other symbols are as hereinbefore described). 

The reaction of a compound of formula (II) and a compound of formula (III) is known, for example, it is carried 
out in an organic solvent (dichloromethane, ether, tetrahydrofuran, acetonitrile, benzene, toluene, etc.) in the pres- 
ence of azo compound (azodicarboxylic acid diethyl, azodicarboxyllc acid diisopropyl, 1 ,V-(azodicarbonyl)dipiperi- 
dine, 1,1'-azobis(N,N-dimethylformamide), etc.) and phosphine compound (triphenylphosphine, tributylphosphine, 
trimethylphosphine, etc.) at a temperature of from 0*»C to 60 for 3-20 hours. 

The reaction of a compound of formula (IV) and a compound of formula (V) is known, for example, it is carried 
out in an inert organic solvent (tetrahydrofuran (THF), diethyl ether, dichloromethane, chlorofomn, carbon tetrachlo- 
ride, pentane, hexane, benzene, toluene, dimethylformamide (DMF), dimethylsulfoxide (DMSO), hexamethylphos- 
phoramide (HMPA), etc.) in the presence of base (sodium hydride, potassium carbonate, triethylamine, pyridine, 
cesium carbonate, etc.), optionally using an additive (sodium Iodide, potassium Iodide, etc.) at a temperature of 
from 0 ^'C to 80 X. 

(2) Among the compounds of formula (I), the compounds wherein is 2,4-thiazolidindion-5-yl, i.e. the compounds 
of formula (1-2) 



(wherein all symbols are as hereinbefore described) may be prepared by subjecting to a reaction a compound 
of formula (VI) 




H 
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5 




(wherein X is lialogen and the other symbols are as hereinbefore described) and thiourea. 



The above reaction is Icnown. for example, it is can-ied out in an organic solvent (methanol, ethanol, propanol, 
etc.) subjecting to a reaction a compound of fonnula (VI) and thiourea at a temperature of from 0 ^'C to refluxing 
temperature for 3~20 hours, followed by addition of acid (concentrated sulfuric acid etc.) and then subjecting to a 
20 reaction at a temperature of 0 °C to refluxing temperature for another 3-20 hours. 

(3) among the compounds of formula (I), the compounds wherein at least one of R** and COOR^ is COOH or amino, 
i.e. the comptiunds of formula (1-3) 



25 



30 




(wherein R^"2 and COOR^'^ are the same meanings as R"* and COOR^, with the proviso that at least one of 
R'' "^ and COOR^'^ is amino or COOH and the other symbols are as hereinbefore described) may be prepared 
by subjecting a compound of fonnula (1-1) to alkali hydrolysis, deprotection reaction under acidjc conditions or 
deprotection reaction by hydration. 



Deprotection reaction by alkali hydrolysis is known, for example, it is carried out in an organic solvent (metha- 
nol, ethanol, tetrahydrofuran, dioxane, etc.) using hydroxide of alkali metal (sodium hydroxide, potassium hydrox- 
ide, lithium hydroxide, etc), hydroxide of alkaline earth metal (barium hydroxide, calcium hydroxide, etc.) or 
carbonate (sodium carbonate, potassium carbonate, etc.) or an aqueous solution thereof or a mixture thereof at a 
temperature of from 0 *'C to 40 °C. 

Deprotection reaction under acidic conditions is known, for example, it is carried out in an organic solvent 
(dichloromethane, chloroform, dioxane, ethyl acetate, anisole, etc.), in organic acid (acetic acid, trifluoroacetic acid, 
methanesulfonic acid, trimethylsilyl iodide etc.) or inorganic acid (hydrochloric acid, sulfuric acid, etc.) or a mixture 
thereof (hydrobromic acid-acetic acid etc.) at a temperature of from 0 **C to 1 00 **C. 

Deprotection reaction by hydration is known, for example, it is carried out in an inert solvent [ether (e.g. tetrahy- 
drofuran, dioxane, dimethoxyethane, diethyl ether, etc.), alcohol (e.g. methanol, ethanol. etc.), benzene (e.g. ben- 
zene, toluene, etc.), ketone (e.g. acetone, methylethylketone. etc.). nitrtle (e.g. acetonitrile etc.), amide (e.g. 
dimethylformamide etc.), water, ethyl acetate, acetic acid or a mixture of two or more thereof], in the presence of 
hydrating catalyst (e.g. palladium-carbon, palladium black, palladium, palladium hydroxide, platinum hydroxide, 
platinum dioxide, nickel, Raney-nickel, ruthenium chloride, etc.) in the presence or absence of inorganic acid (e.g. 
hydrochloric acid, sulfuric acid, hypochlorous acid, boronic acid, tetrafluoroboronic acid, etc.) or organic acid (e.g. 
acetic acid, p-toluenesulfonic acid, oxelic acid, trifluoroacetic acid, fomriic acid etc.), under normal atmosphere or 
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suppressed atmosphere of hydrogen or in the presence of ammoniunn formate, at a temperature of from 0 to 
200 *'C. In use of add, its salt may be used. 

(4) Among the compounds of formula (I), the compounds wherein is 2,4-thiazolidinedion-5-yl and at least one 
of is amino, i.e. the compounds of fomiula (1-4) 



10 




(wherein R^'^ is the same meaning as R\ with the proviso that at least one of R^"^ is amino, and the other sym- 
20 bols are the same meaning as hereinbefore described) may be prepared by subjecting the said compound of 

formula (1-2) to deprotection reaction under acidic conditions or deprotection reaction by hydration. 



Deprotection reaction under acidic conditions or deprotection reaction by hydration ts carried out by the same 
25 procedure as hereinbefore described. 

[0053] In the present invention deprotection reaction means a comprehensive deprotection reaction easily under- 
stood by those skilled in the art, for example, alkali hydrolysis, deprotection reaction under acidic condition, deprotec- 
tion reaction by hydration. The desired compounds of the present invention can be easily prepared by these reactions. 
30 [0054] As should be easily understood by those skilled in the art, methyl, ethyl, t-butyl and benzyl are included in 
the protective groups for carboxyl, but other groups that can be easily and selectively eliminated may also be used 
instead. For example, the groups described in T. W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 
1991 maybe used. 

[0055] Benzyloxycarbonyl, t-butoxycarbonyl and trifluoroacetyl are included in the protective groups for amino, but 
35 Other groups that can be easily and selectively eliminated may also be used instead For example, the groups described 
in T. W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 may be used. 
[0056] The compounds of formula (II), (111), (IV), (V) and (VI) are known per se or may be easily prepared by known 
methods. 

[0057] For example, among the compounds of formula (II). 2-(5-methyl-2-phenyloxa2ol-4-yl)ethanol can be pre- 
40 pared by the method described in J. Med. Chem., 41, 5037-5054 (1998). 

[0058] For example, the compounds of formula (IV), (V) and (VI) may be prepared by the method described In the 
following reaction schemes. 

[0059] The symbols in the reaction schemes represent the followings and the other symbols are as hereinbefore 
described. 

45 

R^^'^ : protected hydroxy or mercapto; 
A^*^ : a bond or CI ~4 alkylene; 
A^'^ : -CI --4 alkylene-O- or -CI -4 alkylene-S-; 
. TMSCN : trimethylsilylcyanlde; 
so PhaP : triphenylphosphine; 

ADDP : 1 , 1 '-(a20dicarbonyl)dipiperidine. 
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[0060] The starting materials in the reaction schemes are l<nown per se or may be prepared by known methods. 
[0061] The reactions of the reaction schemes may be carried out by known methods. 

[0062] The other starting materials and reagents in the present invention are known per se or may be prepared by 
known methods. 

45 [0063] In each reaction described in the present specification, reaction products may be purified by conventional 
techniques. For example, purification may be carried out by distillation at atmospheric or reduced pressure, by high per- 
formance liquid chromatography, thin layer chromatography or column chromatography using silica gel or magnesium 
silicate, by washing or by recrystallization, etc. Purification may be can-ied out after each reaction, or after a series of 
reactions. 

so [0064] The compounds described in the present specification may be converted to corresponding salts by known 
methods. Non-toxic and water-soluble salts are preferable. Suitable salts include a salt of alkali metal (potassium, 
sodium, etc.), a salt of alkali earth metal (calcium, magnesium, etc.), an ammonium salt, a pharmaceutically acceptable 
salt of organic amine (tetramethylammonium, triethylamine, methylamine, dimethylamine. cyclopentylamine, ben- 
zylamine, phenethyl amine, piperidine, monoethanolamine, diethanolamine. tris(hydroxymethyl)aminomethane, lysine, 

55 arginine, N-methyl-D-glucamine, etc.) 

[0065] The compounds of formula (I) may be converted to corresponding acid addition salts by known methods. 
Non-toxic and water-soluble acid addition salts are preferable. Suitable acid addition salts include salts of inorganic acid 
(e.g. salts of hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, nitric acid) and salts of organic acid 
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(e.g. salts of acetic acid, trifluoroacetic acid, lactic acid, tartaric acid, oxalic acid, fumaric acid, maleic acid, citric acid, 
benzoic acid, methanesulfontc acid, ethanesulfonic acid, benzenesulfonic acid,, toluenesutfonic acid, isethionic acid, 
glucuronic acid and gluconic acid), etc. 

[0066] The compounds of the present invention described in the present specification or salts thereof may be con- 
5 verted to hydrates by a known method. 

[Pharmacological Activity] 

[0067] It was confirmed that a compound of the present invention of formula (I) has PPAR regulating activities by 
10 the following experiments. 

Measurement of PPAR a, PPAR y and PPAR 8 agonist activities 

1) Preparation of materials using human PPAR a , y or 5 in luciferase assay 
15 . . 

[0068] The whole operation was based on basic gene engineering techniques, and in the operation conventional 
methods In yeast One-hybrid or Two-hybrid system were used. 

[0069] As a luciferase gene expression vector under the control of thymidine kinase (TK) promoter, luciferase struc- 
tural gene was excised from PicaGene Basic Vector 2 (A Brand Name, Toyo Ink Inc., catalogue No. 309-04821), to pre- 
20 pare luciferase gene expression vector pTK-Luc. under the control of TK promoter (-105/+51) as a minimum essential 
promoter activity from pTK/p having TK promotor (Chrontech Inc.. catalogue No. 6179-1). In the upper stream of TK 
promoter, four times repeated UAS sequence was inserted, which is the response element of Gal 4 protein, a basic 
transcription factor in yeast, to construct 4 X UAS-TK-Luc. as reporter gene. The following is the enhancer sequence 
used (Sequence No. 1). 

25 

Sequence No. 1: Enhancer sequence repeating Ga14 response element four-times tandemly 
[O070] 

30 5'-T(CGACGG AGTACTGTCCTCCG)x4 AGCT-3' 

[0071] A vector was prepared as described hereafter which expresses chimeric receptor protein wherein in car- 
boxyl terminus of yeast Ga14 protein DNA binding domain was fused to ligand binding domain of human PPAR cx, y or 
5. That is to say. PicaGene Basic Vector 2 (a Brand Name; Toyo Ink Inc., catalogue No. 309-04821 ) was used as a basic 
35 expression vector, the structural gene was exchanged for that of chimeric receptor protein, while promotor and 
enhancer domains were kept as they were. 

[0072] DNA encoding a fused protein composed of Ga 14 DNA binding domain, amino acids 1 -1 47 linked to the lig- 
and binding domain of human PPAR a, y In frame was Inserted to the downstream of promoter/enhancer in PicaGene 
Basic Vector 2(a Brand Name). Here the DNA was aligned as follows; in the amino terminus of human PPAR a, 7 or 5 
40 ligand binding domain, nuclear translocation signal originated from SV-40 T-antigen, Ala Pro Lys Lys Lys Arg Lye Val 
Gly (sequence No. 2) was added to make fusion protein localizing intranuclearly. On the other hand, in the carboxy ter- 
minus of them, influenza hemagglutinin epitope, Tyr Pro Tyr Asp Val Pro Asp Tyr Ala (sequence No. 3) and step codon 
for translation was added in this order, to detect an expressed fused protein tagged epitope sequence. 
[0073] The portion of structural gene used as ligand binding domain of human PPAR a, y or 5 is as follows: 

45 

human PPAR a ligand binding domain : Ser^^^-Tyr^^ 
human PPAR y ligand binding domain : Ser^^®-Tyr^^^ 
human PPAR 5 ligand binding domain : Ser^^^-Tyr^'' 

50 in comparison with human PPAR y 1 and human PPAR y 2, Ser^-Tyr^ in human y 2 is corresponding and identical 
to Ser''^®-Tyr^^® in human PPAR y 1). according to the comparison of human PPAR structures described in the litera- 
tures by R. Mukherjee at al. (See J. Steroid Biochem. Molec. Biol., 51, 157 (1994)), M. E. Green et ai., (See Gene 
Expression.. 4. 281 (1995)), A. Elbrecht et al. (See Biochem Biophys, Res. Commun., 224, 431 (1996)) or A. Schmidt 
etal. (See Mol. Endocrinology, 6, 1634 (1992)). In order to measure basal level of transcription, an expression vector 

55 containing DNA binding domain of Gal 4 protein lacking in PPAR ligand binding domain, which is exclusively encoding 
the amino acids of No. 1 - No. 147 in Ga14 protein was also prepared. 
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2) Luciferase assay using human PPAR a, y or 5 

[0074] CV-1 cells used as host cells were cultured by a conventional technique. That is to say, Dulbecco's modified 
Eagle medium (DMEM) supplemented 10 % bovine fetal serum (GIBCO BRL Inc., catalogue No. 26140-061) and 50 
5 U/ml of penicillin G and 50 ^g/ml of streptomycin sulfate were used to cujture CV-1 cells under the atmosphere of 5 % 
carbon dioxide gas at 37 "C. 

[0075] 2x10^ cells were seeded in a 10 cm dish, and once washed with the medium without serum, followed by 
addition of the medium (10 ml) thereto. Reporter gene (10 ^g). Ga 74-PPAR expression vector (0.5 jLig) and 50 |i} of 
LipofectAIVllNE (a Brand Name, GIBRO BRL Inc., catalogue No. 18324-012) were well mixed and added to the culture 

10 to introduce these DNAs into the cells. They were cultured at 37 for 5-6 hours, and thereto was added 10 ml of 
medium containing 20 % of dialyzed bovine fetal serum (GIBRO BRL Inc., catalogue No. 26300-061), and then cultured 
at 37 *»C overnight. The cells were dispersed by trypsin, and they were again seeded in 96-well plates In a density of 
8000 cells/100 ml of DMEM-10 % dialyzed serum/well. Several hours after the cultivation, cells were attached to the 
plastic ware, then 100 \x\ of DMEM-10 % dialyzed serum containing the compounds of the present invention, whose 

15 concentration is twice as high as the final concentration of them. The culture was settled at 37 «G for 42 hours and the 
cells were dissolved, to measure luciferase activity according to manufacturer's Instruction. 

[0076] As to PPAR a agonist activity, the relative activity of the compounds of the present invention (0.3 )liM) was 
shown in table 21 , under the condition that luciferase activity was defined as 1 .0 when a positive control compound car- 
bacyclin made a final concentration of 10 ^M, which apparently activated PPAR a (See Eur. J. Biochem., 233. 242 

20 (1 996); Genes & Development., 1_0, 974 (1 996)). 

[0077] As to PPAR 7 agonist activity, the relative activity of the compounds of the present invention (1 .0 ^iM) was 
shown in table 22. under the condition that luciferase activity was defined as 1 .0 when a positive control compound tro- 
glitazone made a final concentration of 10 ^iM, which significantly activated PPAR y (See Cell., 83, 863 (1995); Endo- 
crinology., 137, 4189 (1996) and J. Med. Chem.. 39.. 665 (1996)) and has already launched. 

25 [0078] As to PPAR 8 agonist activity, the relative activity of the compounds of the present invention was shown In 
table 23, under the condition that luciferase activity was defined as 1.0 when solvent containing no compound was 
added. 

[0079] Furthermore, the reproducibility was very good In each point examined In triplicate. And dose dependent 
activation of PPARs thereof was also confirmed. 

30 



Table 21 



PPAR a agonist activity 


Compound No. 


Relative Activity 


Example 2 


2.1 


Example 2 (5) 


0.8 


Example 2 (11) 


3.2 


Example 2 (12) 


1.7 



45 

Table 22 



PPAR Y agonist activity 


Compound No. 


Relative Activity 


Example 2 (12) 


1.4 



55 
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Table 23 



PPAR 6 agonist activity 


Compound No. 


Concentration (|.iM) 




0 


1.0 


10.0 


Example 2 (22) 


1.0 


9.3 


66.7 


Example 2 (93) 


1.0 


36.1 


54.7 


Example 6 


1.0 


11.0 


61.6 



Hypoglycemic and hypolipidemic effects in KKAy mice: 

15 

[0080] Male, 7-weeks old KKAy/Ta mice weighed from 35 to 40 g (seven mice per group) were pre-breaded for 
approximately one week and acclimatized for three days on milled diet. On the first day of the experiment (Day 0), mice 
were divided into some groups by weight, plasma glucose and triglyceride (TG) levels to minimize the differences 
among groups. From the next day for two days they were given compounds by food mixture containing 0.03 % (w/w) of 
20 the compound of the present invention or by milled diet only. At 1 3:00 of the third day. blood samples were collected and 
glucose and TG were measured. These results are shown in table 24. Additionally, there was no significant difference 
in the food intake between control group (milled diet only) and compounds-treated group (milled diet containing 0.03 % 
compounds). 

25 

Table 24 



Compound No. 


glycemic value (mg/dl) 3 
days 


TG value (mg/dl) 3 days 


control 


495±35 


558±107 


food containing compound of Example 2 (12) 38.9 mg/kg/day 
(converted) 


214±19* 


221 ±66* 



• : p<0.01 V.S. control (seven mice per group) 



35 

Hypocholesterolemic and hypolipidemic effects in normal rats: 

[0081 ] Male, six-weeks old SD rats (seven rats per group) were left to take milled diet and water ad libitum and were 
acclimatized for 1 week. 

40 [0082] At 9:00 on the first day of the experiment (Day 0) blood sampling was done from tail vein. The rats were 
divided into some groups by body weight, triglyceride (TG), non-esterified fatty acid (NEFA), total cholesterol (TC) val- 
ues to minimize differences of the parameters among the groups. At 17:00 of the day the compound of the present 
invention suspended in 0.5 % aqueous solution of carboxymethylcellulose (CMC) was orally administered at a dose of 
10 mg/kg, and thereafter, with hypercholesterolemic food (5.5 % peanut oil, 1.5 % cholesterol and 0.5 % cholic acid 

45 were mixed with milled CRF-1 diet, Charles River Inc.) was given to the rats. 

[0083] At 9:00 of the next day, blood sampling was done from tail vein. The lipid values in blood (TG, NEFA and TC 
values) were measured. The results are shown in table 25. 

[0084] There was no significant difference of the food intake between the control group (provided only 0.5 % CMC) 
and the group treated with the compounds of the present invention. 

so 



Table 25 



Compound No. 


TC value (mg/dl) 


TG value (mg/dl) 


NEFA value (^Eq/I) 


control 


188±5 


147±9 


4B9±66 


Example 2 (12) 


70±5** 


100114* 


178+14** 



* : p < 0.05 vs control (seven rats per group) 
** : p < 0.01 vs control (seven rats per group) 
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[0085] The hypoglycemic or hypolipidemic effects observed in KKAy mice imply the possibility of preventives and/or 
remedies for diabetes and hyperlipidemia, etc. Cholestero (-lowering and free fatty acid-lowering effects observed in 
high cholesterol diet-fed rats imply that the compounds of the present invention are useful as preventives and/or reme- 
dies of atherosclerosis etc. 

5 

Industrial Applicability 
[Effect] 

10 [0086] The compounds of formula (I), non-toxic salts thereof and hydrates thereof have PPAR regulating effect, and 
therefore are expected to be applied as hypoglycemic agents, hypolipidemic agents, preventives and/or remedies for 
diseases associated with hnetabofic disorders (diabetes, obesity, syndrome X, hypercholesterolemia, hyperlipoproteine- 
mia, etc.), hyperlipidemia, atherosclerosis, hypertension, circulatory diseases, overeating, coronary heart diseases, 
etc., HDL cholesterol-elevating agents, LDL cholesterol and/or VLDL cholesterol-lowering agents and agents for reliev- 

15 ing risk factors of diabetes or syndrome X. 

[0087] The compounds of formula (I), non-toxic salts thereof and hydrates thereof have particularly PPAR a agonist 
and/or PPAR y agonist effect, and therefore are thought to be useful as hypoglycemic agents, hypolipidemic agents, 
preventives and/or remedies for diseases associated with metabolic disorders (diabetes, obesity, syndrome X, hyperc- 
holesterolemia, hyperlipoproteinemia, etc.), hyperlipidemia, atherosclerosis, hypertension, circulatory diseases, 

20 overeating, etc. coronary heart diseases, etc. Since they are expected to have HDL cholesterol-elevating effect, LDL 
cholesterol and/or VLDL cholesterol-lowering effect, inhibition of progress of atherosclerosis and its treatment, and 
inhibitory effect against obesity, they are also expected to be useful for the treatment and/or prevention of diabetes as 
hypoglycemic agents, for the amelioration of hypertension, for the relief from risk factors of syndrome X, and as preven- 
tives against occurrence of coronary heart diseases. 

25 [0088] Since the compounds of formula (I), non-toxic salts thereof and hydrates thereof also have PPAR 5 agonist 
activity, they are expected to have HDL cholesterol-elevating effect, and therefore, they are expected to be useful as 
agents for the inhibition of progress of atherosclerosis and Its treatment, hypolipidemic agents and/or hypoglycemic 
agents. Furthermore, they are also expected to be useful for the treatment of hyperglycemia, as hypoglycemic agents, 
for the treatment of diabetes, for the relief from risk factors of syndrome X, and as preventives against occurrence of 

30 coronary heart diseases. 

[Toxicity] 

[0089] The toxicity of the compounds of the present invention are very low and the compounds are safe enough for 
35 pharmaceutical use. 

[Application to Pharmaceuticals] 

[0090] For the purpose above described, the compounds of the present invention of formula (I), non-toxic salts, acid 
40 addition salts or hydrates thereof may normally be administered usually systemically or topically, orally or parenterally. 
[0091] The doses to be administered are determined depending upon, for example, age, body weight, symptom, 
the desired therapeutic effect, the. route of administration, and the duration of the treatment. In the human adult, the 
doses per person are generally in the range of from 1 mg to 1000 mg, by oral administration, up to several times per 
day, and in the range of from 0.1 mg to 100 mg, by parenteral administration (preferably intravenous administration), up 
45 to several times per day. or continuous administration from 1 to 24 hours per day from vein. 

[0092] As mentioned above, the doses to be used depend upon various conditions. Therefore, there are cases in 
which doses lower than or greater than the ranges specified above may be used. 

[0093] The compounds of the present invention may be administered in the form of, for example, solid forms for oral 
administration, liquid forms for oral administration, injections, liniments or suppositories for parenteral administration. 
50 [0094] Solid forms for oral administration include compressed tablets, pills, capsules, dispersible powders, and 
granules, etc. Capsules include hard capsules and soft capsules. 

[0095] In these solid forms, one or more of the active compound(s) may be admixed with excipients (e.g. lactose, 
mannitol, glucose, microcrystalline cellulose, starch), binders (e.g. hydroxypropyl cellulose, polyvinylpyrrolidone or 
magnesium metasilicate alumlnate), disintegrants (e.g. cellulose calcium glycolate), lubricants (e.g. magnesium stear- 
55 ate), stabilizing agents, and adjuvants to assist dissolution (e.g. glutamic acid, aspartic acid) and prepared according to 
methods well known to those skilled in the art. The solid forms may, if desired, be coated with coating agents (e.g. 
sugar, gelatin, hydroxypropyl cellulose or hydroxypropylmethyl cellulose phthalate). or be coated with two or more films. 
And further, coating may include containment within capsules of absorbable materials such as gelatin. 
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[0096] Liquid forms for oral administration include p harm ace utically acceptable aqueous solutions, suspensions 
and emulsions, syrups and elixirs, etc. In such forms, one or more of the active compound(s) may be dissolved, sus- 
pended or emulsified into diluent(s) commonly used in the art (e.g. purified water, ethanol or a mixture thereof). Besides 
such liquid forms may also comprise wetting agents, suspending agents, emulsifying agents, sweetening agents, fta- 

5 voring agents, aroma, preservative or buffering agent, etc. 

[0097] Injections for parenteral administration Include sterile aqueous, suspensions, emulsions and solid forms 
which are dissolved or suspended into solyent(s) for injection immediately before use. In injections, one or more of the 
active compound(s) may be dissolved, suspended or emulsified into solvent(s). The solvents may include distilled water 
for injection, physiological salt solution, vegetable oil. propylene glycol, polyethylene glycol, alcohol, e.g. ethanol, or a 

10 mixture thereof. 

[0098] Injections may comprise some additives, such as stabilizing agents, solution adjuvants (e.g. glutamic acid, 
aspartic acid or POLYSORBATE80 (registered trademark)), suspending agents, emulsifying agents, soothing agent, 
buffering agents, presen^atives. They may be sterilized at the final step, or may be prepared and compensated accord- 
ing to sterile methods. They may also be manufactured in the form of sterile solid forms, which may be dissolved in sten- 
ts ile water or some othe.r sterile diluent(s) for Injection immediately before use. 

[0099] Other forms for parenteral administration include liquids for external use, ointments and endermic liniments, 
inhalations, sprays, suppositories and pessaries for vaginal administration which comprise one or more of the active 
compound(s) and may be prepared by methods known per se. Sprays may comprise additional substances other than 
diluents, such as stabilizing agents (e.g. sodium sulfate), isotonic buffers (e.g. sodium chloride, sodium citrate or citric 
2o acid) For preparation of such sprays, for example, the method described in the United States Patent No. 2,868,691 or 
3,095.355 may be used. 

Best Mode for Carrying Out the Invention 

25 [0100] The following Reference Examples and Examples Illustrate the present invention, but do not limit the present 
invention. 

[0101] The solvents in the parentheses show the developing or eluting solvents and the ratios of the solvents used 
are by volume in chromatographic separations and TLC. 

[0102] Solvents in the parentheses of NMR show the solvents used for measurement. 

30 

Reference Example 1 
3-methoxymethoxybenzaldehyde 
35 [0103] 



o 



40 




45 

[0104] A solution of 3-hydroxybenzaldehyde (20 g). chloromethylmethyl ether (25 ml) and diisopropylethylamine 
(114 ml) in tetrahydrofuran (300 ml) was stirred at room temperature overnight To the reaction mixture was added ice 
water and was extracted with ethyl acetate. The extract was washed with a saturated aqueous solution of sodium bicar- 
50 bonate, water and a saturated aqueous solution of sodium chloride, successively, dried over anhydrous magnesium sul- 
fate and concentrated. The residue was purified by column chromatography on silica gel (hexane : ethyl acetate = 25 : 
1 ).to give the title compound (23 g) having the following physical data. 

TLC : Rf 0.65 (hexane : ethyl acetate = 3:1); 

55 

NMR (CDCI3) : 8 9.98 (6, 1H), 7.42-7.56 (m, 3H). 7.30 (m, 1H), 5.24 (s. 2H), 3.50 (s. 3H). 
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Reference Example 2 
3-methoxymethoxybenzylalcohol 
5 [0105] 



10 



15 



[0106] To a suspension of lithium aluminum hydride (690 mg) in'tetrahydrofuran (60 ml), was added a solution of 
the compound prepared in Reference Example 1 (3.0 g) in tetrahydrofuran (40 ml) and the reaction mixture was stirred 
at room temperature for 30 minutes. To the reaction mixture were added a saturated aqueous solution of sodium sulfate 
and magnesium sulfate and the mixture was filtered through Celite. The filtrate was concentrated. The residue was puri- 
20 fied by column chromatography on silica gel (hexane : ethyl acetate = 3 : 1) to give the title compound (2.5 g) having 
the following physical data. 

TLC : Rf 0.39 (hexane : ethyl acetate = 3:1); 

25 NMR (CDCI3) : 6 7.25 (t. J = 7.5 Hz. 1 H), 7.1 0-6.95 (m, 3H). 5.20 (s, 2H). 4.70 (d. J = 6 Hz. 2H). 3.50 (s. 3H). 1 .75 

(t, J = 6Hz. 1H). 



Reference Example 3 
30 3-methoxymethoxybenzyl bromide 
[0107] 




[0108] To a solution of the compound prepared in Reference Example 2 (2,48 g) and triphenylphosphine (4.64 g) 
in dichloromethane (150 ml), carbon tetrabromide (7.34 g) was added and the mixture was stirred at room temperature 
45 for 30 minutes. To the reaction mixture was added a saturated aqueous solution of sodium bicarbonate and was 
extracted with dichloromethane. The extract was washed with a saturated aqueous solution of sodium chloride, dried 
over anhydrous magnesium sulfate and concentrated. The residue was purified by column chromatography on silica gel 
(hexane : ethyl acetate = 5 : 1 ) to give the tittle compound (4.41 g) having the following physical data. 

so TLC : Rf 0.71 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.25 (t. J = 7,5 Hz, IH), 7.10-6.95 (m. 3H). 5.20 (s, 2H), 4.45 (s, 2H). 3.50 (s, 3H). 



55 
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Reference Example 4 

2-(3HT»ethoxymethoxyphenylmethylthio)acetic acid • methyl ester 
5 [0109] 



[0110] A suspension of the compound prepared in Reference Example 3 (4.41 g), methyl thioglycolate (1.5 m!), 
potassium carbonate (2.45 g) and potassium iodide (250 mg) in acetonitrile (50 ml) was refluxed for 3 hours. The reac- 
tion mixture was filtered. The filtrate was concentrated. The residue was purified by column chromatography on silica 
gel (hexane : ethyl acetate = 6 : 1) to give the title compound (2.81 g) having the following physical data. 

TLC : Rf 0.57 (hexane : ethyl acetate = 2:1); 

NMR (CbCy : 5 7.25 (t. J = 7.5 Hz. 1H), 7.05-6.90 (m, 3H), 5.20 (s, 2H), 3.80 (s, 2H). 3.75 (s. 3H), 3,50 (s, 3H). 
3.10 (S.2H). 

. Reference Example 5 

2-(3-hydroxyphenyImethylthio)acetic acid • methyl ester 



30 [0111] 



35 




40 [0112] To a solution of the compound prepared in Reference Example 4 (2.81 g) in methanol (20 ml), was added 
4N solution of hydrogen chloride in dioxane (1 1 ml) and the mixture was stirred at room temperature for 30 minutes. The 
reaction mixture was concentrated. The residue was purified by column chromatography on silica gel (hexane : ethyl 
acetate = 5 : 1) to give the title compound (2.1 6g ) having the following physical data. 

45 TLC : Rf 0,45 (hexane : ethyl acetate = 2:1); 

NMR {CDCI3) : 5 7.20 (t, J = 7.5 Hz. 1H), 6.90 (d, J = 7.5 Hz, 1H), 6.85 (d, J = 2 Hz, 1H). 6.75 (dd, J = 7.5, 2 Hz, 
1H). 5.05 (s. 1 H). 3.80 (s, 2H). 3.75 (s. 3H), 3.10 (s. 2H). 



55 
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Example 1 

2-{3-(4-(4-methylphenyl)thia2ol-2-y!methoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0113] 



10 



15 




[0114] The compound prepared in Reference Example 5 (0.30 g) was dissolved in dichloromethane (10 ml) and 
thereto were added 2-hydroxymethyI-4-(4.methylphenyl)thia2oIe (0.34 g) and triphenylphosphlne (0.44 g) and the mix- 
ture was stirred at room temperature for 5 minutes. To the reaction mixture was added 1, 1'-azodicarbonyldipiperidine 
(0.56 g) and the mixture was stirred at room temperature overnight. To the reaction mixture was added diethyl ether and 
25 the mixture was filtered. The filtrate was washed with a saturated aqueous solution of sodium bicarbonate, water and a 
saturated aqueous solution of sodium chloride, successively, dried over anhydrous magnesium sulfate and concen- 
trated. The residue was purified by column chromatography on silica gel (hexane : ethyl acetate = 10 : 1) to give the 
compound of the present invention (0.51 g) having the following physical data. 

30 TLC : Rf 0.56 (hexane : ethyl acetate = 3:1): 

NMR (CDCI3) : 5 7.79 (d, J = 8.2 Hz, 2H), 7.44 (s, 1 H). 7.22-7.30 (m. 3H), 6.91 -7.05 (m. 3H). 5.42 (s, 2H), 3.81 (s, 
2H). 3.72 (s. 3H). 3.08 (s, 2H), 2.39 (s. 3H). 

35 Example 1 ( 1 )-Example 1 ( 1 37) 

[0115] The following compounds were obtained by the same procedure as shown in Example 1, using the com- 
pound prepared In Reference Example 5 or corresponding derivatives, and 2-hydroxymethyl-4-(4-methylphenyI)thia- 
zole or corresponding derivatives. 
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Example 1(1^ 

6-(3-{4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl )hexanoic acid • methyl ester 
5 [0116] 



10 



15 




20 

TLC : Rf 0.75 (hexane : ethyl acetate = 2:1); 

NMR (CDCIg) : 5 7.48-7.66 (2H, m). 7.43 (1H. s), 7.28-7.10 (3H. m). 6.88-6.72 (3H. m), 5.41 (2H, s), 3.66 (3H, s), 
25 2.59 (2H. t J=8.0 Hz), 2.39 (3H, s). 2.30 (2H, t, J=7.5 Hz), 1.74-1.46 (4H, m). 1.45-1.16 (2H. m). 

Example 1(2) 

5-(3-(biphenyl-4-yImethoxy)phenyl)pentanoic acid • methyl ester 

30 

[01171 



35 



40 




45 

TLC : Rf 0.57 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 6 7.30-7.62 (m, 9H). 7.20 (m. 1H), 6.77-6.83 (m, 3H), 5.08 (s, 2H), 3.64 (s. 3H), 2.60 (t. J = 6.8 Hz. 
50 2H), 2.32 (t, J = 6.8 Hz, 2H), 1 .59-1 .66 (m, 4H). 



55 
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Example 1 (3) 

4-(3-(biphenyl-4-ylmethoxy)phenyl)butanoic acid • methyl ester 
5 [0118] 



10 




20 



TLC : Rf 0.65 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 57.57-7.64 (m. 4H), 7.31-7.53 (m, 5H). 7.22 (m. 1H). 6.78-6.87 (m. 3H). 5.09 (s, 2H), 3.66 (s, 3H), 
25 2.64 (t. J = 7.5 Hz. 2H). 2.33 (t, J = 7.5 Hz, 2H). 1 .96 (tt, J = 7.5, 7.5 Hz, 2H). 

Example 1 (4) 

4-(3-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl)butanojc acid • methyl ester 

30 

[0119] 



35 



40 




45 



TLC : Rf 0.59 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 5 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.18-7.26 (m, 3H). 6.81-6.87 (m, 3H), 5.41 (s. 2H). 3.66 (s, 
3H). 2.64 (t, J = 7.5 Hz. 2H). 2.39 (s. 3H), 2.33 (t, J = 7.5 Hz, 2H), 1 .95 (tt, J = 7.5. 7.5 Hz, 2H). 
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Example 1(5) 

4-(3-(2-{5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)butanoic acid • methyl ester 
5 [0120] 



10 




15 

TLC : Rf 0.39 (hexane : ethyl acetate = 3:1); 

NMR (CDCy : 6 7.98 (m, 2H), 7.38-7.46 (m. 3H), 7.17 (m, 1H), 6.72-6.77 (m. 3H), 4.23 (t, J = 7.0 Hz. 2H), 3.66 (s, 
20 3H), 2.98 (t, J = 7.0 Hz, 2H), 2.60 (t, J = 7.5 Hz, 2H), 2.38 (s. 3H). 2.32 (t, J = 7-5 Hz, 2H), 1 .93 (tt. J = 7.5, 7.5 Hz, 

2H). 

Ex ample 1(6 ) 

25 6-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanoic acid • methyl ester 
[0121] 



30 




35 



TLC : Rf 0.51 (hexane : ethyl acetate = 3:1); 

40 

NMR (CDCI3) : 6 8.04-7.92 (2H, m), 7.50-7.36 (3H, m), 7.1 6 (1 H, t. J=8.0 Hz), 6.80-6.60 (3H. m), 4.23 (2H, t, J=7.0 
Hz), 3.65 (3H, s), 2.98 (2H, t. J=7.0 Hz). 2.56 (2H. t, J=7.5 Hz). 2.38 (3H, s), 2.29 (2H, t, J=7.0 Hz). 1.75-1 .52 (4H. 
m), 1.44-1.26 (2H. m). 

45 



50 
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Example 1(7 ) 

5-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenyl)pentanoic acid • methyl ester 
5 [0122] 



o 



10 




15 - 

TLC : Rf 0.28 (hexane : ethyl acetate = 5:1); 

20 

NMR (CDCI3) : 6 8.03-7.94 (2H. m), 7.49-7.36 (3H, m), 7.23-7.12 (1 H. m), 6.78-6.68 (3H, m), 4.23 (2H, t. J=7.0 Hz). 
3.65 (3H, s). 2.98 (2H. t, J==7.0 Hz). 2.64-2.52 (2H. m). 2.38 (3H. s). 2.38-2.26 (2H, m). 1.75-1 .58 (4H, m). 

Example 1( 8) 

25 

2-(3-(3-(biphenyl-4-ylmethoxy)phenyl)propylthlo)acetic acid • methyl ester 
[0123] 



35 



40 




45 TLC : Rf 0.73 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.57-764 (m. 4H), 7.31-7.53 (m, 5H). 7.22 (dd, J = 9.0, 76 Hz, 1 H), 6.79-6.86 (m, 3H). 5.10 (s. 
2H). 3.72 (s. 3H). 3.23 (s. 2H). 2.71 (t. J = 7.4 Hz. 2H). 2.65 (t. J = 7.4 Hz. 2H). 1.93 (tt. J = 7.4, 7.4 Hz. 2H). 
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Example 1(9) 

2-(3-(3-(4-(4-methylphenyl)thiazoI-2-ylmethoxy)phenyl)propytthio)acetic acid • methyl ester 
5 [0124] 



10 



15 




20 

TLC : Rf 0.68 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.79 (d, J = 8.0 Hz, 2H), 7.44 (s, 1H), 7.18-7.26 (m, 3H), 6.82-6.88 (m. 3H). 5.41 (s, 2H), 3.72 (s. 
3H), 3.22 (s, 2H). 2.71 (t. J = 7.5 Hz. 2H). 2.64 (t. J = 7.5 H2, 2H). 2.39 (s. 3H). 1 .92 (tt. J = 7.5. 7.5 Hz. 2H). 

25 

Example 1(10) 

6-(2T(2-(5-methyl-2'-phenyloxazol-4-yl)ethoxy)phenyl)hexanoic acid • methyl ester 
30 [0125] 



35 




45 

TLC : Rf 0.51 (hexane : ethyl acetate = 5:1); 

NMR (CDCI3) : 5 7.95-8.00 (m. 2H), 7.40-7.45 (m. 3H). 7.02-7,17 (m. 2H), 6.81-6.89 (m, 2H). 4.25 (t, J = 6.4 Hz. 
2H), 3.65 (s. 3H), 2.99 (t, J = 6.4 Hz. 2H). 2.56 (t. J = 7,8 Hz, 2H). 2.38 (s. 3H). 2.26 (t. J = 7.8 Hz. 2H), 1.46-1.76 
50 (m, 4H). 1 .22-1 .45 (m. 2H). 
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Example 1(11) 

2-(3-(biphenyl-4-yImethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0126] 



10 



15 II I II 




20 . . 

TLC : Rf 0.56 (hexane : ethyl acetate = 3 : 1) ; 

NMR (CDCI3) : 6 7.57-7.63 (m, 4H), 7.34-7.52 (m, 5H), 7.24 (dd. J = 8.1, 7.7 Hz. 1 H), 6.87-7.00 (m. 3H). 5.10 (s, 
25 2H), 3.80 (s. 2H). 3.71 (s. 3H). 3.07 (s. 2H). 

Example 1(12) 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 

30 

[0127] 



35 



40 



TLC : Rf 0.36 (hexane : ethyl acetate = 3:1); 

45 NMR (CDCI3) : 5 7.95-8.00 (m. 2H), 7,37-7. A4 (m. 3H). 7.20 (dd, J = 8.0. 8.0 Hz, 1H), 6.87-6.90 (m, 2H). 6.80 (dd, 

J = 8.0, 2.5 Hz, IN), 4.24 (t. J = 6.7 Hz, 2H), 3.77 (s, 2H), 3.70 (s, 3H), 3.07 (s, 2H). 2.98 (t, J = 6.7 Hz, 2H), 2.37 
(s, 3H). 

50 



55 
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Example 1(13) 

5-(2-{2-(5-methyl-2-phenyloxazol-4-yI)ethoxy)phenyl)pentanoic acid • methyl ester 
5 [0128] 



10 




15 



TLC : Rf 0.59 (hexane : ethyl acetate = 2:1); 

20 

NMR (CDCI3) : 5 8.05-7.95 (m, 2H), 7.45-7.35 (m, 3H). 7.20-7.05 (m. 2H), 6.90-6.80 (m, 2H). 4.25 (t, J = 6.5 Hz, 
2H), 3.65 (s, 3H), 3.00 (t, J = 6.5 Hz, 2H), 2.60 (t, J = 7 Hz, 2H), 2.40 (s. 3H), 2.25 (t, J = 7 Hz, 2H). 1.80-1.45 (m, 
4H). 

25 Example 1(14) 

6-(2-(4-(4-methylphenyI)thiazol-2-ylmethoxy)phenyl)hexanoic acid • methyl ester 
[0129] 

30 



35 



40 




TLC : Rf 0.55 (hexane : ethyl acetate = 5:1); 

NMR (CDCI3) : 5 7.79 (d. J = 8.0 Hz. 2H), 7.44 (s, 1H). 7.24 (d. J = 8.0 Hz. 2H), 7.15-7.22 (m, 2H), 6.91-6.98 (m, 
2H), 5.42 (s, 2H), 3.65 (s. 3H). 2.73 (t, J = 7.6 Hz, 2H), 2.39 (s, 3H), 2.32 (t. J = 7.4 Hz, 2H), 1.61-1.77 (m, 4H), 
50 1.38^.50 {m,2H). 
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Example 1(15) 

2-(3-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)propylthio)acetic acid • methyl ester 
5 [0130] 



10 




15 



TLC : Rf 0.29 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 7.95-8,00 (m, 2H), 7.40-7.46 (m. 3H). 7.17 (dd, J = 8.1. 8.1 Hz. 1H). 6.72-6.77 (m, 3H), 4.23 (t, J 
20 = 6.8 Hz. 2H), 3.71 (s. 3H), 3.22 (s. 2H), 2.98 (t. J = 6.8 Hz. 2H). 2.67 (t. J = 6.8 Hz, 2H). 2.63 (t. J = 6.8 Hz, 2H), 

2.38 (s, 3H), 1.90 (tt. J = 6.8, 6.8 Hz, 2H). 

Example in 6^ 

25 2-(3-(2-(biphenyl-4-yl)ethoxy)phenylmethylthlo)acetic acid • methyl ester 
[0131] 



30 



35 




CH3 



40 



45 



TLC : Rf 0.48 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 5 7.53-7.61 (m, 4H). 7.30-7.47 (m. 5H), 7.22 (dd. J = 8.2, 8.2 Hz. 1H), 6,78-6.92 (m, 3H), 4.21 (t, J 
= 7.0 Hz, 2H). 3.79 (s. 2H), 3.71 (s, 3H), 3.14 (t. J = 7.0 Hz, 2H). 3.09 (s, 2H). 



SO 



55 



BNSDOCID: <EP 1067109A1_L> 



58 



EP 1 067 109 A1 

Example in 7) 

2-(4-chloro-3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0132] 



10 




15 

TLC : Rf 0.41 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 8.00 (m. 2H), 7.50-7.35 (m. 3H), 7.27 (d, J = 8.0 Hz, 1H), 6.94 (d, J = 2.0 Hz, 1H), 6.83 (dd, J = 
20 8.0, 2.0 Hz, 1 H), 4.30 (t, J = 6.5 Hz, 2H), 3.75 (s, 2H), 3.71 (s, 3H). 3,05 (s, 2H), 3.05 (t, J = 6.5 Hz, 2H), 2.42 (s, 3H). 

Example 1(18) 

2-(4-chloro-3-(4-(4-methylphenyl)thiazoI-2-ylmethoxy)phenylmethylthio)acetic acid • methyl ester 

25 

[0133] 



30 



35 




TLC : Rf 0.61 (hexane : ethyl acetate = 2:1); 

45 

NMR {CDCI3) : 6 7.78 (d. J = 8.0 Hz, 2H), 7.45 (s. 1H), 7.34 (d, J = 8.0 Hz, 1H), 7.23 (d, J = 8.0 Hz, 2H), 7.11 (d. J 
= 2.0 Hz. 1H). 6.93 (dd. J = 8.0. 2.0 Hz. 1H). 5.49 (s. 2H). 3.77 (s. 2H), 3.69 (s, 3H), 3.01 (s. 2H). 2.38 (s, 3H). 



50 



55 



BNSDOCID: <EP 1067109A1 J_> 



59 



EP 1 067 109 A1 

Example 1(119) 

2-(3-(biphenyl-4-ylmethoxy)-4-chlorophenylmethylthio)acetic acid • methyl ester 
5 [0134] 



15 




20 

TLC : Rf 0.62 (hexane : ethyl acetate = 2 : 1) ; 

NMR (CDCI3) : 5 7.70-7.35 (m. 5H). 7.58 (d, J = 8.0 Hz, 2H), 7.43 (d, J = 8.0 Hz. 2H). 7.33 (d. J = 8.0 Hz, 1 H), 7.03 
(d, J = 2.0 Hz. 1 H). 6.88 (dd. J = 8.0, 2.0 Hz, 1 H). 5.22 (s, 2H). 3.77 (s, 2H). 3.70 (s, 3H). 3,00 (s. 2H). 

25 

Example 1 (20) 

2-{3-((2E)-3-(biphenyl-4-yl)propenyloxy)phenylmethylthlo)acetic acid • methyl ester 
30 [0135] 



35 



40 




45 

TLC : Rf 0.63 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 5 7.53-7.63 (m, 4H), 7.15-7,50 (m. 6H), 6.74-6.93 (m, 4H), 6.45 (dt, J = 16.2. 5.7 Hz. IN). 4.73 (dd, 
J = 5.7, 1 .4 Hz, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s. 2H). 

50 
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Example 1(21) 

2-(3-(3-(biphenyl-4-yl)propoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0136] 



10 



15 




20 

TLC : Rf 0.66 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 7.19-7.61 (m, 10H), 6.79-6.92 (m. 3H), 4.00 (t, J = 6.2 Hz, 2H), 3.80 (s, 2H), 3.72 (s, 3H), 3.10 (s, 
2H). 2.86 (t. J = 7.7 Hz. 2H). 2.14 (m. 2H). 

25 • • 

Example 1(22) 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acet]c acid • methyl ester 
30 [0137] 



35 




40 

TLC : Rf 0.50 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 8.00-7.95 (m, 2H), 7,50-7.35 (m, 3H), 7.20 (m, 1H), 6,90-6.75 (m. 3H). 4.25 (t, J = 7 Hz, 2H). 3.70 
45 (s, 3H), 3.60 (s, 2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (3H, s). 



so 
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Example 1(23) 

2-(3-(biphenyl-4-ylmethoxy)pyridin-5-ylmethylthio)acetic acid • methyl ester 
5 [0138] 



10 



15 




20 



TLC : Rf 0.22 (ethyl acetate : hexane = 1:2); 

NMR (CDCI3) : 5 8.32 (d. J = 3.0 Hz. 1H), 8.18 (d. J = 2.0 Hz, 1H), 7.70-7.30 (m. 10H), 5,16 (s. 2H), 3.81 (s. 2H), 
25 3.72 (s. 3H), 3.06 (s, 2H). 

Example 1 (24) 

2-(3-(4'-propylbiphenyl-4-ylmethoxy)phenylmethylthio)acetic acid • methyl aster 

30 

[0139] 



35 



40 




45 



TLC : Rf 0.65 (hexane : ethyl acetate = 3:1); 

so 

NMR (CDCI3) : 5 7.60 (d, J = 8.4 Hz. 2H). 7.51 (d. J = 8.2 Hz, 2H). 7.49 (d,- J = 8.4 Hz, 2H), 7.25 (d, J = 8.2 Hz, 2H), 
7.24 (dd. J = 7.7. 7.7 Hz. 1H). 6.87-7.00 (m. 3H). 5.10 (s, 2H). 3.81 (s, 2H). 3.72 (s, 3H). 3.08 (s. 2H), 2.63 (t. J = 
7.4 Hz, 2H). 1.68 (tq. J = 7.4. 7.4 Hz. 2H). 0.98 (t. J=7.4 Hz. 3H). 
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Example 1(25) 

2-(3-{4-(pyriclin-4-yl)phenylmethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0140] 



10 



15 




20 

TLC : Rf 0.50 (ethyl acetate) ; 

NMR (CDCI3) : 5 8.67 (d. J =4.5 Hz, 1H), 8.66 (d, J = 4.5 Hz. 1H), 7.67 (d, J = 8.6 Hz, 2H), 7.50-.7.5B (m, 4H), 7.26 
(dd, J = 8.0, 8.0 Hz. 1H), 6.80-7.01 (m, 3H). 5.13 (s, 2H). 3.81 (s, 2H). 3.72 (s 3H). 3.09 (s, 2H). 

25 Example 1(26) 

2-(3-(4-(pyridin-3-yl)phenylmethoxy)phenylmethylthio)acetlc acid • methyl ester 
[0141] 

30 




45 

TLC : Rf 0.77 (hexane : ethyl acetate =1:9); 

NMR (CDCI3) : 8 8.86 (d, J = 2.4 Hz, 1H), 8.60 (dd, J = 5.0, 1.6 Hz, 1H), 7.89 (ddd, J = 8.0. 2.4, 1.6 Hz. 1H), 7.62 
(d, J = 8.2 Hz, 2H), 7.55 (d. J = 8.2 Hz. 2H). 7,38 (dd, J = 8.0. 5.0 Hz, 1 H), 7.26 (dd. J = 8.0, 8.0 Hz. 1 H), 6.87-7.01 
50 (m. 3H). 5.13 (s, 2H), 3.81 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H). 
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Example 1 (27) 

2-(3-(4-(1, 3-dioxaindan-5-yl)phenylmethoxy)phenylmethylthlo)acetic acid • methyl ester 
5 [0142] 



10 



15 




20 

TLC : Rf 0.48 (hexane : ethyl acetate = 3 : 1) ; 

NMR (CDCIa) : 5 7.54 (d, J = 8.4 Hz, 2H). 7.47 (d, J = 8.4 Hz, 2H). 7.25 (dd. J = 7.9, 7.9 Hz. 1 H), 6.86-7.08 (m. 6H). 
6.00 (s, 2H). 5.09 (s, 2H), 3.81 (s. 2H), 3.72 (s. 3H). 3.08 (s. 2H). 

25 

Example 1 (28^ 

2-(3-{4-(pyridin-2-yl)phenylmethoxy)phenylmethyIthio)acetic acid • methyl ester 
30 [01431 



35 



40 




45 

TLC : Rf 0.47 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 8.70 (d. J = 4.6 Hz, 1 H), 8.01 (d. J = 8.6 Hz. 2H), 7.74-7.77 (m, 3H), 7.54 (d, J = 8.6 Hz. 2H). 7.24 
(m, 1H). 6.75-7.00 (m. 3H). 5.13 (s. 2H). 3.80 (s, 2H). 3.72 (s, 3H). 3.08 (s. 2H). 

50 
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Example 1(29^ 

2-(5-(biphenyl-4-y(rnethoxy)-2-nitrophenylmethylthio)acetic acid • methyl ester 
5 [0144] 



10 



15 




20 

TLC : Rf 0.38 (hexane : ethyl acetate = 4 : 1) ; 

NMR (CDCI3) : 5 8.14 (d, J = 9.0 Hz, 1H). 7.57-7.65 (m. 4H). 7.45-7.62 (m, 3H). 7.36-7.45 (m. 2H). 7.08 (d, J 
25 Hz, 1 H), 6.97 (dd. J = 9.0, 2.8 Hz. 1 H), 5.22 (s. 2H). 4.22 (s. 2H), 3.71 (s. 3H), 3.07 (s. 2H). 

Example 1(30) 

2-(3-(biphenyl-4-ylmethoxy)-4-nitrophenylmethylthlo)acetic acid • methyl ester 

30 

[0145] 



35 



40 




o 



45 

TLC : Rf 0.34 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 7.85 (d, J = 5.5 Hz, 1 H). 7.53-7.63 (m, 6H), 7.42-7.48 (m. 2H). 7.33-7.38 (m. 1 H), 7.20 (d, J 
50 Hz. 1 H). 7,01 (dd, J = 5.5, 1 .0 Hz, 1 H), 5.31 (s, 2H), 3.83 (s, 2H). 3.71 (s. 3H), 3.00 (s. 2H). 
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Example 1(31) 

2-{3-(4-(l . 3-dioxaindan-4-yl)phenylmethoxy)phenyimethylthio)acetic acid • methyl ester 
5 [0146] 



10 



15 




20 

TLC : Rf 0.52 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 6 7.74 (d, J = 8.4 Hz. 2H). 7.50 (d, J = 8.4 Hz. 2H), 7.24 (dd, J = 7.8, 7.8 Hz. 1 H). 6.80-7.09 (m. 6H), 
6.02 (s, 2H). 6. 11 (s, 2H), 3.80 (s. 2H), 3.71 (s, 3H). 3.08 (s. 2H). 

25 

Example 1 (32) 

2-(3-(2-phenyIthlazol-4-ylmethoxy)phenylmethylthio)acetic acid • methyl ester 
30 [0147] 



35 




40 



TLC : Rf 0.38 (hexane : ethyl acetate = 4:1); 

45 

NMR (CDCI3) : 6 7.92-7.99 (m, 2H), 7.43-7.48 (m, 3H), 7.32 (t, J = 1 .0 Hz, 1 H), 7.26 (dd J = 7.9, 7.9 Hz. 1 H), 6.90- 
7.04 (m, 3H), 5.27 (d. J = 1.0 Hz, 2H). 3.81 (s, 2H). 3.72 (s. 3H), 3.09 (s. 2H). 



50 
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Example 1(33) 

2-{3-(2-(5-methyl-2-(4-methylphenyl)oxazol-4*yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 



5 [0148] 




15 

TLC : Rf 0.81 (hexane : ethyl acetate =1:1); 

NMR (CDCI3) : 5 7.86 (d, J = 8.2 Hz, 2H). 7.25-7.16 (m. 3H), 6.90-6.76 (m, 3H). 4.24 (t, J = 6.7 Hz, 2H), 3.78 (s, 
20 2H). 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 2.39 (s, 3H), 2.37 (s, 3H). 

Example 1(34) 

2-(3-(2-(2-phenylthiazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 

25 

[0149] 



30 




35 

TLC : Rf 0.39 (hexane : ethyl acetate = 4 : 1 ) ; 

40 NMR (CDCI3) : 6 7.92-7.96 (m, 2H), 7.41-7.46 (m, 3H). 7.23 (dd, J = 8.4, 8.4 Hz, 1H), 7.07 (s, 1H), 6.81-6.93 (m, 

3H), 4.37 (t, J = 6.6 Hz, 2H). 3.79 (s. 2H), 3.71 (s. 3H), 3.31 (t. J = 6.6 Hz, 2H), 3,09 (s, 2H). 

Example 1(35) 

45 2-(3-(2-(5-methyl-2-(4-trifluoromethylphenyl)oxazol-4-yl)ethoxy)phenylmethytth]o)acetrc acid • methyl ester 
[0150] 



SO 
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TLC : Rf 0.22 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) • 5 8.09 (d, J = 7.6 Hz. 2H). 7.69 (d. J = 7.6 Hz, 2H), 7.19 (m, 1 H), 6.89 (m. 2H), 6.8 (d, J = 7.2 Hz, 
1H), 4.25 ( t. J = 6.5 H2, 2H). 3.78 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.99 (t, J = 6.5 Hz, 2H), 2.41 (s. 3H). 

5 

Example 1(36) 

2-(3-(2-(2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
10 [0151] 



15 




20 

TLC : Rf 0.40 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 6 8.00-8.05 (m, 2H). 7.58 (s, 1H). 7.41-7.46 (m. 3H), 7.23 (dd, J = 8.0. 8.0 Hz, 1H), 6.81-6.93 (m. 
3H). 4.29 (t, J = 6.5 Hz. 2H), 3.79 (s. 2H). 3.72 (s, 3H). 3.09 (t, J = 6.5 Hz, 2H), 3.09 (s, 2H). 

25 

Example 1(37) 

2-(3-(2-(5-methyl-2-(4-fluorophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
30 [0152] 



35 




40 

TLC : Rf 0.62 (hexane : ethyl acetate =1:1); 

NMR (CDCtg) : 6 7.96 (m, 2H), 7.06-7.24 (m, 3H). 6.91-6.74 (m, 3H). 4.23 (t, J = 6.6 Hz. 2H), 3.77 (s, 2H). 3.71 (s. 
3H), 3.08 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H). 

45 
50 
55 
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Example 1 (38) 

2-(3-(2-(5-methyl-2-(1 , 3-dioxaindan-5-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0153J 



10 




15 

TLC : Rf 0.84 (hexane : ethyl acetate =1:1); 

NMR {CDCI3) : S 7.52 (dd, J = 8.0. 1 .4 Hz, 1 H), 7.43 (d, J = 1 .4 Hz, 1 H). 7.1 9 (d, J = 8.0 Hz, 1 H), 6.91 -6.77 (m, 4H), 
20 6.01 (s, 2H), 4.23 {t. J = 6.7 Hz. 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3,08 (s. 2H), 2.95 (t, J = 6.7 Hz, 2H), 2.35 (s, 3H). 

Example 1(39) 

5-(3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)phenyl)pentanoic acid • methyl ester 



25 



[0154] 



30 



35 




,CH3 



40 TLC : Rf 0.64 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 B.00-7.95 (m, 2H), 7.50-7.35 (m, 3H). 7.20 (dd. J = 8, 7.5 Hz, 1 H), 6,80-6.70 (m, 3H), 4.00 (t, J = 
6 Hz, 2H). 3.65 (s, 3H), 2.70 (t, J = 6 Hz. 2H), 2.60 (m. 2H), 2.35 (m. 2H), 2.30 (s. 3H). 2.15 (m, 2H). 1.70-1 .50 (m. 
4H). 

45 



50 



55 
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Example 1 (40) 

2-(3-(2-(5-methyl-2-{4-chlorophenyI)oxa2ol-4-yl)ethQxy)phenylmethylthio)acetic acid • methyl ester 
5 [0155] 



10 CI 



15 



TLC : Rf 0.83 (hexane : ethyl acetate = 2 : 1) ; 

NMR (CDCI3) : 8 7.93 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.27 (t. J = 7.9 Hz, 1 H), 7.06 (m, 1 H). 6.92 (d, J 
20 = 8.0 Hz, 1H), 6.82 (d, J = 8.0 Hz. 1H). 4.27 (t, J = 7,8 Hz. 2H). 3.88 (s. 2H). 3.70 (s. 3H). 3.15 (s. 2H). 2.97 (t. J = 

7,8 Hz, 2H). 2.39 (s, 3H). 

Ex^mplQ 1(41) 

25 2-(3-(5-methyl-2-phenyloxazol-4-ylmethoxy)phenylmethylthio)acetic acid • methyl ester 
[0156] 



30 



35 




40 

TLC : Rf 0.56 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 8.05-8,00 (m. 2H), 7.50-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz. 1H), 7.05-6.90 (m 3H), 5.00 (s. 2H). 
3.80 (s. 2H), 3.75 (s. 3H), 3.10 (s. 2H). 2.50 (s, 3H). 

45 



SO 



55 
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Example 1(42^ 

2-(3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)phenylnnethylthio)acetic acid * methyl ester 
5 [0157] 



10 




- TLC : Rf 0.53 (hexane : ethyl acetate = 2:1); 

20 

NMR (CDCI3) : S 8.00-7.95 (m, 2H), 750-7.40 (m, 3H). 725 (dd, J = 7.5, 7.5 Hz. 1 H), 6.95-6.75 (m, 3H). 4.00 (t, J 
= 6 Hz, 2H), 3.80 (s, 2H). 3.75 (s, 3H), 3.10 (s, 2H), 2.70 (t, J = 7 Hz, 2H), 2.30 (s. 3H). 2.15 (m, 2H). 

25 

2-{3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)-2-methylpropanoic acid • methyl ester 
[0158] 



35 




TLC : Rf 0.48 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 6 7.97-8.02 (m, 2H), 741-7,46 (m, 3H), 7.22 (dd, J = B.O, 8.0 Hz, 1H), 6.76-6.81 (m. 3H), 4.25 (t. J 
= 6.5 Hz, 2H). 3.64 (s, 3H), 2.99 (t. J = 6.5 Hz, 2H), 2.38 (s, 3H), 1.55 (S, 6H). 



50 



55 
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Example 1(44) 

2-(3-(2-(5-methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)aceti^ acid • methyl ester 
5 [0159] 

PH3 

10 




TLC : Rf 0.70 (hexane : ethyl acetate = 2:1); 

20 NMR (CDCI3) : 5 7.91 (m, 1 H). 7.25-7.1 5 (m, 4H). 6.90-6.77 (m. 3H), 4.25 (t. J = 6.7 Hz. 2H). 3.77 (s. 2H), 3.68 (s, 

3H). 3.06 (s, 2H), 2.98 (t. J = 6.7 Hz, 2H), 2.65 (s, 3H). 2.36 (s, 3H). 

Example 1M5) 

25 2-(3-(2-(5-methyl-2-(3-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0160] 



40 TLC : Rf 0.64 (hexane : ethyl acetate = 2 ; 1) ; 

NMR (CDCIa) : 5 7.81 (s, 1H). 7.76 (d, J = 8,0 Hz, IN), 7.32-7.14 (m. 3H), 6.89-6.76 (m. 3H). 4.23 (t, J = 6.6 Hz, 
2H), 3.75 (s, 2H), 3.67 (s, 3H), 3.06 (s, 2H). 2.96 (t. J = 6.6 Hz, 2H), 2.37 (s, 3H). 2.35 (s. 3H). 

45 Example 1(46) 

2-(3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0161] 



55 
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TLC : Rf 0.43 (hexane : ethyl acetate = 3:1); 

5 NMR (CDCI3) : 8 7.92 (d, J = 9.0 Hz, 2H). 7.21 (dd. J = 8.1 , 8.2 Hz, 1 H), 6.94 (d, J = 9.0 Hz, 2H), 6.88-6.98 (m, 2H), 

6.81 (m. 1H). 4.24 (t, J = 6.7 Hz, 2H), 3.85 (s, 3H), 3.78 (s, 2H). 3.71 (s. 3H), 3.08 (s, 2H), 2.97 (t, J = 6.7 Hz, 2H), 
2.36 (s. 3H). 

Example 1 (47) 

10 

2-(3-{2-(5-methyl-2-(4-nltrophenyl)oxazol-4-yl)ethoxy)phenylmethylthlp)acetlc acid • methyl ester 
[0162] 

15 



"CHg 



'CH3 

20 



TLC : Rf 0.32 (hexane : ethyl acetate = 3:1); 

25 

NMR (CDCI3) : 5 8.30 (d, J = 9.0 Hz. 2H), 8.14 (d, J = 9.0 Hz, 2H), 7.22 (dd. J = 8.0, 8.0 Hz. 1 H), 6.77-6.91 (m. 3H), 
4.26 (t. J = 6.5 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H). 3.09 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.43 (s, 3H). 

Example 1(48) 

30 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)-5-chlorophenylmethytthio)acetic acid • methyl ester 
[0163] 

35 



40 




45 

TLC : Rf 0.45 (hexane : ethyl acetate = 3 : 1) ; 

NMR (CDCI3) : 8 7.96-8.00 (m. 2H). 7.40-7.46 (m, 3H), 6.91 (m, 1 H). 6.77-6.81 (m. 2H), 4.23 (t. J = 6.6 Hz, 2H). 
50 3.73 (s. 2H), 3.72 (s, 3H). 3.08 (s. 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s. 3H). 



55 
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Example 1 (49) 

2-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)-2-methylphenylmethylthio)acetic acid • methyl ester 
5 [0164] 



10 




15 

TLC : Rf 0.48 (hexane : ethyl acetate = 5 : 1) ; 

20 NMR (CDCI3) : 8 8.00-7.95 (m, 2H), 7.46-7.39 (m, 3H), 7,07 (t, J = 7.9 Hz, 1 H), 6.85-6.77 (m. 2H), 4.24 (t, J = 8.5 

Hz, 2H). 3.83 (s, 2H), 3.73 (s, 3H), 3.1 1 (s, 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.38 (s. 3H), 2.21 (s. 3H). 

Example 1(50^ 

25 2-(1-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenyl)ethylthio)acetlc acid • methyl ester 
[0165] 



30 



35 




40 

TLC : Rf 0.68 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 8.00-7,95 (m, 2H), 7.46-7.39 (m, 3H), 7.21 (t, J = 8.2 Hz, 1H), 6.94-6.89 (m, 2H), 6.82-6.76 (m, 
1H), 4.25 (t, J = 6.7 Hz. 2H), 4.10 (q, J = 7.2 Hz, 1H), 3.67 (s, 3H), 3.02 (s, 2H), 2.98 (t, J = 6.7 Hz, 2H), 2.39 (s, 
45 3H), 1 ,55 (d, J = 7.2 Hz, 3H). 



50 



55 
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Example 1(51) 

2-(3-(2-(5-methyl-2-phenyloxazoM-yI)-1-methylethoxy)phenylmethylthio)aceticacid • methyl ester 
5 [0166] 



15 

TLC : Rf 0.72 (hexane : ethyl acetate = 2 : 1). 
Example 1(52) 

20 

2-(3-(2-(5-trifluoromethyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0167] 

25 



CF. 

30 



TLC : Rf 0.37 (hexane : ethyl acetate = 4:1); 

35 

NMR (CDCI3) : 5 8.10-8.00 (m, 2H), 7,55-7.41 (m, 3H), 7.21 (dd, J = 8.0, 8.0 Hz. 1H), 6.94-6.75 (m, 3H). 4.31 (t. J 
= 6.5 Hz, 2H), 3.77 (s, 2H), 3.71 (s, 3H). 3.25-3.14 (m 2H), 3.08 (s, 2H). 

Example 1(53) 

40 

2-(3-(2-(5-methy!-2-phenyloxazol-4-yl)propoxy)phenylmethylth]o)acetic acid • methyl ester 
[0168] 

45 



CH3 



50 



55 

TLC : Rf 0.54 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 6 8.00-7.94 (m, 2H), 7.44-7.37 (m, 3H), 7.29 (t, J = 8.2 Hz. 1 H). 6.89-6.86 (m, 2H), 6.79 (dd, J = 8.4. 
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2.0 Hz. 1H). 4.17-4.03 (m, 2H), 3.77 (s, 2H), 3.71 (s. 3H), 3.26-3.16 (m, 1H), 3.08 (s, 2H), 2.37 (s, 3H). 1.41 (d, J : 
6.8 Hz, 3H). 

Example 1 (54) 

2-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenylmethylthio)propanoic acid • ethyl ester 
[0169] 



10 



15 




20 



30 



35 



40 



TLC : Rf 0.75 (hexane : ethyl acetate = 7:1); 



NMR (CDCI3) : 6 8.00-7.94 (m. 2H). 7.46-7.38 (m, 3H), 7.20 (t, J = 8.2 Hz, 1H). 6.90 (m, 2H). 6.82-6.75 (m. 1H), 
4.24 (t, J = 6.8 Hz. 2H). 4.17 (q, J = 7.2 Hz, 2H). 3.82 (d. J = 13.4 Hz. 1H), 3.74 (d. J = 13.4 Hz. 1 H), 3.28 (q. J = 
25 7.0 Hz, 1 H), 2.98 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H). 1.38 (d, J = 7.0 Hz, 3H), 1.28 (t. J = 7.2 Hz . 3H). 

Example 1 (S5) 

2-{3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl eater 



[0170] 



45 



TLC : Rf 0.57 (ethyl acetate : hexane =1:2); 

NMR (CDCI3) : 5 7.88 (d, J = 8.0 Hz, 2H). 7.25 (d. J = 8.0 Hz. 2H), 7.21 (dd, J = 8.0. 8.0 Hz, 1 H), 6.96-6.75 (m, 3H), 
4.24 (t. J = 6.5 Hz, 2H), 3.78 (s. 2H). 3.71 (s. 3H), 3.08 (s. 2H). 2.97 (t, J = 6.5 Hz, 2H). 2.68 (q. J = 7.6 Hz, 2H). 
2.37 (s, 3H). 1.25 (t, J = 7.5 Hz, 3H). 



50 



55 
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Example 1(56) 

2-(3-(2-(5-methyl-2-(2. 2-difluoro-1 . 3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl eater 
5 [0171] 



10 




CH, 



15 



20 



25 



30 



35 



TLC : Rf 0.59 (ethyl acetate : hexane = 1:2); 

NMRCCDCy : 5 7.75 (dd. J = 8.0, 1.0 Hz, 1H). 7.69 (d, J = 1.0 Hz, 1H).7.21 (dd. J = 8.0, 8.0 Hz, 1H), 7.10 (d, J = 
8.0 Hz, 1 H), 8.89 (d, J = 8.0 Hz. 1H), 6.88 (s, 1H), 6.80 (d. J = 8.0 Hz, 1H), 4.23 (t, J = 6.5 Hz, 2H). 3.78 (s, 2H), 
3.71 (s, 3H), 3.09 (s, 2H), 2.96 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H). 

Example 1(57) 

2-(3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0172] 



40 



45 



TLC : Rf 0.63 (ethyl acetate : hexane =1:2); 

NMR (CDCI3) : 8 7.88 (d, J = 8.5 Hz, 2H), 7.23 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 8.0, 8.0 Hz, 1 H), 6.95-6.75 (m, 3H), 
4.24 (t, J = 7.0 Hz, 2H). 3.78 (s, 2H), 3.71 (s, 3H), 3.08 (s, 2H), 2.97 (t, J = 7.0 Hz. 2H), 2.62 (t, J = 7.5 Hz. 2H). 2.37 
(s, 3H), 1 .65 (m. 2H), 0.94 (t. J = 7.5 Hz, 3H). 



SO 



55 
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. Example 1 (58) 

2-(3'(2-(5-methyl-2-(4-isopropyIphenyl)oxazoi-4-yl)ethoxy)phenylmethyIthio)acetic acid • methyl ester 
5 [01731 



10 




15 

TLC : Rf 0.60 (ethyl acetate : hexane =1:2); 

NMR (CDCI3) : 5 7.89 (d, J = 8.5 Hz, 2H), 7.28 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 8,0, 8.0 Hz, 1 H), 6.95-6.75 (m, 3H). 
20 4.24 (t, J = 6.5 Hz, 2H). 3.78 (s, 2H), 3.71 (s, 3H). 3.08 (s, 2H), 2.97 (t, J = 6.5 Hz, 2H). 2.94 (m, 1H), 2.37 (s. 3H), 

1.26 (d. J = 7.0 Hz. 6H). 

Example 1 (59) 

25 2-(3-(2-(5-methyl-2-phenylthiazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0174] 



30 




TLC : Rf 0.54 (hexane : ethyl acetate = 3 : 1) ; 

40 

NMR (CDCI3) : 5 7.89-7.83 (m, 2H), 7.45-7.36 (m, 3H), 7.21 (t, J = 8.0 Hz, 1H). 6.91-6.77 (m. 3H), 4.33 (t. J = 6.8. 
Hz, 2H), 3.78 (s, 2H), 3.71 (s, 3H), 3.19 (t, J = 6.8 Hz, 2H), 3.08 (s. 2H), 2.47 (s, 3H). 

Example 1 (60) 

45 

2-(3-(2-(6-methyl-2-(4-butylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0175] 

50 



55 




H3C 
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TLC.: Rf 0.59 (hexane : ethyl acetate = 2:1); 

5 NMR (CDCI3) : 5 7.90 {d, J = 7 Hz, 2H), 7,25-7.15 (m, 3H). 6.90-6.75 (m, 3H), 4.25 (t, J = 6.5 Hz, 2H), 3.75 (s, 2H), 

3.70 (s, 3H), 3.1 0 (s, 2H), 3.00 (t, J = 6.5 Hz. 2H), 2.65 (t, J = 7.5 Hz. 2H). 2.40 (s, 3H), 1 .60 (m, 2H). 1 .35 (m, 2H), 
0,95 (t, J = 7 Hz, 3H). 

Example 1(61) 

10 

2-(3-(2-(5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0176] 

15 




20 



25 TLC : Rf 0.27 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 6 7.96-8.01 (m, 2H), 7.40-7.48 (m, 3H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.87-6.90 (m. 2H), 6.79 (m, 
1H). 4.24 (t, J = 6.6 Hz. 2H). 3.78 (s, 2H). 3.71 (s. 3H), 3.08 (s. 2H). 2.99 (t, J = 6.6 Hz. 2H). 2.75 (q. J = 7.6 Hz. 
2H), 1.31 (t. J = 7.6 Hz, 3H). 



30 



35 



40 



45 



Example 1(62) 

2-(3-(2-(5-methyl-2-(2, 3, 5, 6-tetrafluoro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyImethylthlo)acetic acid • methyl 
ester 

[0177] 




50 TLC : Rf 0.45 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 7.21 (dd. J = 8.0, 8.0 Hz. 1H). 6.94-6.75 (m. 3H), 4.25 (t. J = 6.4 Hz, 2H), 3.78 (s, 2H). 3.72 (s, 
3H). 3.09 (s. 2H). 3.03 (t, J = 6.4 Hz. 2H), 2.42 (s. 3H), 2.36-2.30 (m, 3H). 

55 



BNSDOCID: <EP 1067109A1J„> 



79 



EP 1 067 109 A1 

Example 1 (63) 

2-(3-(2-(5-methyl-2-(4-pentylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0178] 



10 



H,C 




15 

TLC : Rf 0.66 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.90 (d, J = 8 Hz, 2H). 7.25-7.20 (m. 3H), 6.95-6.75 (m, 3H), 4.25 (t, J = 6.5 Hz. 2H), 3.80 (s, 2H), 
20 3.70 (s. 3H), 3.10 (s, 2H). 3.00 (t. J = 6.5 Hz. 2H). 2.65 (t. J = 7.6 Hz. 2H). 2.40 (s. 3H). 1 .60 (m. 2H). 1 .40-1 .25 (m. 

4H). 0.90 (t. J = 6.5 Hz. 3H). 

Example 1(64) 

25 2-(3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid • methyl ester 
[0179] 



30 



35 



Ci 



40 



45 



TLC : Rf 0.47 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 5 7.96 (d, J = 1 .8 Hz. 1 H), 7.75 (dd, J = 7.8, 1 .8 Hz. 1 H), 7.28 (d. J = 7.8 Hz. 1 H). 7,21 (dd. J = 8.0. 
8.0 Hz, 1H). 6.88-6.91 (m, 2H). 6.79 (m. 1H). 4.24 (t. J = 6.6 HZ..2H), 3.78 (s. 2H). 3,72 (s. 3H). 3.08 (s. 2H). 2.97 
(t, J = 6.6 Hz. 2H). 2.41 (s, 3H). 2.38 (s. 3H). 



50 
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Example 1 f65^ 

2-(3-(2-(5-methyl-2-cyclohexy!oxa2ol-4-yI)ethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [0180] 



TO 




15 

TLC : Rf 0.65 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 8 7.20 (m, 1H), 6.95-6.70 (m, 3H), 4,15 (t, J = 7.5 Hz, 2H), 3.80 (s. 2H). 3.76 (s, 3H), 3.15 (s, 2H), 
20 2.90 (t, J = 7.5 Hz. 2H), 2.70 (m, 1 H), 2.25 (s, 3H), 2.1 0-1 .20 (m. 1 0 H). 

Example 1(66) 

2-(3-{2-(5-methyl-2-(4-(2-methyipropyl)phenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 

25 

[0181] 



30 




35 



TLC : Rf 0.58 (hexane : ethyl acetate = 2:1); 

40 

NMR (CDCI3) : 5 7.90 (d, J = 8 Hz, 2H). 7.25-720 (m, 3H), 6.90-6.75 (m, 3H), 4.25 (t. J = 7 Hz, 2H), 3.80 (s, 2H), 
3.70 (s, 3H), 3.1 0 (s, 2H), 2.95 (t, J = 7 Hz, 2H), 2.50 {d, J = 8 Hz, 2H), 2,40 (s, 3H), 1 .90 (m, 1 H), 0.90 (d, J = 7 Hz, 
6H). 

Example 1(67) 

2-(3-(2-(5-methyl-2-(4-t-butylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0182] 

50 



55 
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TLC : Rf 0.50 (hexane : ethyl acetate = 2:1); 

5 NMR (CDCI3) : 5 7.90 (d, J = 8 Hz, 2H), 7.45 (d. J = 8 Hz, 2H), 7.20 (dd, J = 8, 8 Hz, IN), 6.90-6.75 (m, 3H). 4.25 

(t. J = 7 Hz, 2H), 3.80 (s. 2H). 3.70 (s. 3H), 3.10 (s, 2H), 3.00 (t, J = 7 Hz, 2H), 2.40 (s. 3H). 1 .35 (s, 9H). 

Example 1(68) 

10 2-{3-(2-(5-methyl-2-(4-cyclohexylphenyl)oxazol-4-yl)ethoxy)phenyImethylthio)acetic add • methyl ester 
[0183] 



15 



20 



CH3 



TLC : Rf 0.42 (hexane : ethyl acetate = 4:1); 

25 

NMR (CDCI3) : 6 7.88 (d, J = 8.3 Hz. 2H). 7.26 (d, J = 8.3 Hz. 2H), 7,21 (dd, J = 8.0, 8.0 Hz, 1 H), 6.87-6.90 (m, 2H). 
6.80 (m, 1H), 4.23 (t, J = 6.8 Hz, 2H), 3,78 (s. 2H). 3.71 (s, 3H). 3.08 (s. 2H). 2.97 (t. J = 6.8 Hz, 2H). 2.53 (m, 1H), 
2.37 (s. 3H), 1.70-1.94 (m, 4H). 1.30-1.53 (m, 6H). 

30 Example 1 (69) 

2-(3-(5-methyl-2-(1. 3-dioxalndan-5-yl)oxazol-4-ylmethoxy)phenylmethylthlo)aceticacid • methyl ester 
[0184] 

35 



40 




50 



TLC : Rf 0.50 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 5 7.55 (dd. J = 8.0, 1.8 Hz. 1H), 7.47 (d. J = 1.8 Hz, 1H). 7,21 (dd, J = 8.01 8.0 Hz. 1H). 7.08-7.02 
(m, 1H). 6.96-6.82 (m, 3H). 6.02 (s, 2H), 5.00 (s, 2H), 3.78 (s, 2H), 3.71 (s. 3H). 3.11 (s, 2H), 2.43 (s, 3H). 



55 



82 

BNSDOCIO: <EP 1067109A1J_> 



EP 1 067 109 A1 

Example 1(70) 

2-(3-(5-methyl-2-(4-isopropylphenyl)oxa2o!-4-ylmethoxy)phenyImethylthio)acetic acid • methyl ester 
5 [0185] 



10 




20 



TLC : Rf 0.50 (he)(ane : ethy! acetate = 4 : 1) ; 

NMR (CDCI3) : 5 7.93 (dd, J = 8.5, 2.0 Hz. 2H), 7.35-7.18 (m, 3H). 7.09-7.03 (m, 1H). 6.96-6.84 (m, 2H). 5.02 (s, 
2H), 3,78 (s. 2H). 3.71 (s, 3H). 3.1 1 (s. 2H). 2.94 (sep., J = 7.0 Hz, 1 H), 2.43 (s. 3H). 1 .27 (d, J = 7.0 Hz, 6H). 



25 



30 



35 



2-(3-(2-(4-methyl-2-pheny!oxazol-5-yI)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0186] 




40 



45 



TLC : Rf 0.37 (hexane : ethyl acetate = 3 : 1) ; 

NMR (CDCI3) : 8 8.01-7.96 (m, 2H). 7.46-7.39 (m. 3H), 7.22 (t, J = 8.2 Hz, 1H), 6.97-6.88 (m. 2H), 6.80 (m, 1H), 
4.23 (t, J = 6.8 Hz. 2H), 3.78 (s, 2H), 3.71 (s. 3H), 3.16 (t, J = 6.8 Hz. 2H). 3.08 (s. 2H), 2.22 (s. 3H). 

Example 1(72) 

2-(3-(2-(5-methyl-2-(3, 4-dimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0187] 



50 



55 



H3C-O 



OH. 
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TLC : Rf 0.1 8 (hexane : ethyl acetate = 3:1);. 

NMR (CDCy : 5 7.56 (dd. J = 8.3. 2.0 Hz, 1 H), 7.50 (d. J = 2.0 Hz. 1 H), 7.21 (dd, J = 8.1 , 8.1 Hz, 1 H), 6.91 (d, J = 
8.3 Hz, 1H). 6.87-6.91 (m 2H), 6.80 (ddd, J = 8.1, 2.5, 1.0 Hz, 1H), 4.24 (t, J = 6.7 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 
5 3H), 3.78 (s. 2H), 3.72 (s, 3H), 3.09 (s. 2H), 2.97 (t, J = 6.7 Hz, 2H}, 2.37 (s, 3H). 

Example If 73) 

2-(3-(2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthjo)acet^^ acid • methyl ester 
[0188] 




20 

TLC : Rf 0.62 (hexane : ethyl acetate = 2:1); 

25 NMR (CDCI3) : 6 8.00 (d, J = 8 Hz. 2H), 7.30-7.15 (m, 3H). 6.95-6.75 (m. 3H). 4.25 (t. J = 6.5 Hz. 2H). 3.80 (s. 2H). 
3.75 (s, 3H). 3.10 (s. 2H). 3.00 (t, J = 6.5 Hz, 2H), 2.40 (s, 3H). 

Example 1(74) 

30 2-(3-(2-{5-methyl"2-(3, 4. 5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0189] 



35 




o 



CH3 

45 

TLC : Rf 0.24 (hexane : ethyl acetate = 2:1); 

50 NMR (CDCI3) : 5 7,25-7.15 (m. 3H), 6.95-6.75 (m. 3H). 4.25 (t J = 7.5 Hz, 2H). 3.95 (s, 6H), 3.90 (s, 3H), 3.80 (s, 

2H). 3.70 (s, 3H). 3.1 0 (s. 2H). 3.00 (t. J = 7.5 Hz. 2H), 2.40 (s, 3H). 

55 
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Example 1(75) 

2-(3-(2-(5-methyl-2-(4-methylpiperazin-1-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
5 [01901 



15 

TLC : Rf 0.1 2 (ethyl acetate) ; 

NMR (CDCI3) : 6 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m, 3H). 4.20 (t, J = 7.0 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 
20 3H), 3.42 (t, J = 5.0 Hz. 4H). 3.09 (s. 2H), 2.95 (t, J = 7.0 Hz, 2H), 2.50 (t, J = 5.0 Hz, 4H), 2.34 (s, 3H), 2.26 (s, 3H). 

Example 1( 76 ) 

2-(3-(2-(5-methyl-2-(4-methylthlophenyl)oxazoM-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 

25 

[0191] 



CH» 



35 



TLC : Rf 0.46 (ethyl acetate : hexane = 1:2); 

40 NMR (CDCI3) : 6 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d, J = 8.5 Hz, 2H), 7.21 (dd, J = 8.0, 8.0 Hz, 1 H), 6.95-6.75 (m, 3H). 

4.24 (t. J = 6.5 Hz, 2H). 3.78 (s. 2H), 3.71 (s. 3H), 3.08 (s. 2H), 2.97 (t. J = 6.5 Hz. 2H), 2,52 (s, 3H), 2.37 (s, 3H). 

Example 1(77^ 

45 2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0192] 

55 



BNSDOCID: <EP 1067109A1_I_> 
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TLC : Rf 0.60 (hexane : ethyl acetate = 1:2); 

NMR (CDCI3) : 5 8.71 (m, 1H), 8.05 (m, 1H), 7.73 (m, 1H), 7.32 (m, 1H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H), 6.76-6.92 
(m, 3H), 4.27 (t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.72 (s, 3H), 3.08 (s, 2H), 3.01 (t, J = 6.6 Hz, 2H), 2.44 (s, 3H). 

5 

Example 1(78) 

2-(3-(2-(5-methyl-2-(thlophen-2-yl)oxa2o!-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
10 [0193] 



15 




20 

TLC : Rf 0.40 (hexane : ethyl acetate = 3:1); 

NMR (CDCI3) : 5 7.58 (dd, J = 3.6, 1.3 Hz, 1H). 7.37 (dd, J = 5.0. 1.3 Hz. 1H), 7.21 (dd, J = 8.0, 8.0 Hz, 1H). 7.08 
25 (dd. J = 5.0. 3.6 Hz. 1 H), 6.87-6.91 (m. 2H), 6.79 (m, 1 H). 4.22 (t. J = 6.6 Hz. 2H), 3.78 (s, 2H). 3.72 (s, 3H). 3.08 

(s. 2H). 2.96 (t. J = 6.6 Hz. 2H). 2.36 (s. 3H). 

Example 1(79) 

30 2-(3-(2-(5-methyl-2-{3-nitro-4-methylphenyl)oxazol-4-yI)ethoxy)phenylmethylthlo)acetic acid • methyl ester 
[0194] 



35 



40 




TLC : Rf 0.42 (hexane : ethyl acetate = 2:1); 

45 

NMR (CDCI3) : 5 8.55 (d, J = 1 Hz, 1 H), 8.1 0 (dd. J = 8, 1 Hz, 1 H), 7.40 (d. J = 8 Hz, 1 H), 7.20 (dd, J = 8, 8 Hz. 1 H), 
6.95-6.80 (m, 3H). 4.25 (t, J = 6.5 Hz, 2H), 3.80 (s, 2H), 3.75 (s, 3H), 3.10 (s. 2H), 3.00 (t, J = 6.5 Hz, 2H), 2.65 (s. 
3H). 2.40 (s, 3H). 

50 



55 
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Example 1^80^ 

2-(3-(2-(5-methyl-2-(4-c^methylaminophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)aceti^ acid • methyl ester 
5 [0195] 



10 




15 . 

TLC : Rf 0.43 (ethyl acetate : hexane =1:2); 

NMR (CDCy : 5 7.83 (d. J = 9.0 Hz. 2H), 7.21 (dd, J = 8.0, 8.0 Hz, 1 H), 6.95-6.75 (m, 3H). 6.71 (d. J = 9.0 Hz, 2H), 
20 4.23 (t, J = 7.0 Hz. 2H), 3.78 (s, 2H). 3.71 (s, 3H), 3.08 (s, 2H), 3.01 (s, 6H), 2.96 (t, J = 7.0 Hz. 2H), 2.34 (s, 3H). 

Example 1(81) 

2-(3-(2-(5-methyl-2-cyclopentyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 

25 

[0196] 



30 




35 

TLC : Rf 0.46 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.20 (m. 1H). 6.95-6.70 (m, 3H), 4.15 (t, J = 6.5 Hz, 2H). 3.80 (s, 2H), 3.75 (s, 3H), 3.15 (m, 3H), 
40 2.90 (t, J = 6.5 Hz, 2H), 2.25 (s, 3H), 2.20-1 .50 (m, 8H). 

Example 1(82) 

2-(3-(2-(5-methyl-2-(4-methylphenyl)oxazo!-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

45 

[0197] 



SO 




55 
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TLC : Rf 0.54 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.86 (d. J = 8.0 Hz, 2H), 7.28-7.15 (m, 3H), 6.88-6.76 (m, 3H). 4.23 (t, J = 6.6 Hz, 2H). 3.68 (s. 
3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.39 (s. 3H), 2.36 (s, 3H). 

5 

Example 1(83^ 

2-(3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
10 [0198] 




20 

TLC : Rf 0.56 (hexane : ethyl acetate = 2:1); 

NMR {CDCI3) : 6 7.90 (d. J = 8.0 Hz. 2H), 7.30-7.16 (m, 3H). 6.88-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H). 3.68 (s. 
25 3H). 3.58 (s. 2H). 2.97 (t. J = 6.6 Hz. 2H). 2.68 (q. J = 7.6 Hz, 2H). 2.37 (s. 3H). 1 .26 (t, J = 7.6 Hz, 3H). 

Example 1(84) 

2-(3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

30 

10199] 



35 




40 



TLC : Rf 0.59 (hexane : ethyl acetate = 2:1); 

NMR {CDCI3) : 5 7.88 (d. J = 8.4 Hz. 2H), 7.27-7.15 (m, 3H), 6.88-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s. 
45 3H), 3.68 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.62 (t. J = 7.5 Hz, 2H), 2.36 (s, 3H). 1 .66 (m, 2H), 0.94 (t. J = 7.5 Hz. 3H). 



so 
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Example 1(85) 

2-(3-(2-(5-methyl-2-(4-isopropylphenyl)oxazol-4-yl)ethoxy)phenyl)acet*ic acid • methyl ester 
5 [0200] 




15 

TLC : Rf 0.66 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 5 7.89 (d, J = 8.4 Hz. 2H). 7.34-7.15 (m, 3H), 6.88-6.75 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H). 3.68 (s, 
20 3H), 3.58 (s, 2H), 2.97 (t, J = 6.8 Hz, 2H), 3.04-2.86 (m, 1 H), 2.36 (s, 3H), 1 .28 (s, 3H). 1 .25 (s, 3H). 

Example 1(S6) 

2-(3-(2-(5-methyl-2-(4-(2-methylpropyl)phenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester 

25 

[0201] 



30 




35 



TLC : Rf 0.60 (hexane : ethyl acetate = 2:1); 

40 

NMR (CDCI3) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.27-7.15 (m, 3H), 6.90-6.76 (m, 3H), 4.23 (t, J = 6.6 Hz, 2H), 3.68 (s, 
3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.51 (d, J = 5.4 Hz, 2H), 2.36 (s, 3H), 2.00-1.76 (m. 1H), 0.92 (s, 3H), 
0.89 (s, 3H). 

45 Example 1f87) 

2-(3-(2-(5-methyl-2-(4-t-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0202] 

SO 



55 




89 
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TLC : Rf 0.57 (hexane : ethyl acetate = 2:1); 

5 NMR (CDCI3) : 5 7.90 {d, J = 8.6 Hz, 2H), 7.44 (d. J = 8.6 Hz, 2H). 7.21 (m, 1 H). 6.88-6.76 (m, 3H), 4.23 (t, J = 6.6 

Hz, 2H), 3.68 (s. 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz. 2H), 2.37 (s. 3H), 1.34 (s, 9H). 

Example 1(88) 

10 2-{3-(2-(5-methyI-2-cyclopropyloxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid • methyl ester 
[0203] 



75 




20 



TLC : Rf 0.47 (ethyl acetate : hexane -1:1); 

25 

NMR (CDCI3) : 5 7.20 {dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.75 (m. 3H), 4.15 (t, J = 7.0 Hz. 2H). 3.79 (s. 2H), 3.72 (s. 
3H), 3.09 (s, 2H), 2.84 (t, J = 7.0 Hz. 2H), 2.22 (s, 3H). 1 .97 (m, 1 H), 1 .05-0.90 (m, 4H). 

Example 1 (89) 

30 

2-(3-(2-(5-methy!-2-(4-(1, 2, 3-thladiazol-4-yl)phenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester 
[0204] 




TLC : Rf 0.75 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 5 8.72 (s, 1H). 8.13 (s, 4H), 7.22 (t, J = 8.0 Hz, 1H), 6.93-6.77 (m, 3H). 4.27 (t, J = 6.6 Hz, 2H). 3.78 
(s, 2H), 3.71 (s. 3H), 3.09 (s, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.41 (s, 3H). 



50 



55 
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Example 1(90) 

2-(3-(2-(5-methyl-2-(4-(4-methyl-1 . 2. 3-thiadiazol-'5-yl)phenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • 
methyl ester 

5 

[0205] 



10 




CH3 



20 TLC : Rf 0,89 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.21 (t, J = 7.4 Hz, 1 H), 6.94-6.74 (m. 3H), 4.24 (t. J = 6.6 Hz. 2H), 3.78 (s, 2H). 3.72 (s, 3H), 3.09 
(s, 2H), 3.02 (s, 3H), 2.99 (t, J = 6.6 Hz„ 2H), 2.42 (s. 3H). 

Example 1(91) 

25 

2-(3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yI)ethoxy)phenyl)acetic acid • methyl ester 
[0206] 

30 



35 




TLC : Rf 0.38 (hexane : ethyl acetate = 2:1); 

40 

NMR (CDCI3) : 6 7.91 (d, J = 9,0 Hz, 2H). 7.20 (m, 1 H), 6.94 (d, J = 9.0 Hz, 2H), 6.88-6.77 (m, 3H), 4.23 (t, J = 6.6 
Hz, 2H), 3.85 (s, 3H), 3.68 (s, 3H), 3.58 (s. 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H). 



45 



SO 
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Example 1(92) 

2-(3-(2-(5-methyl-2-(3, 4-dimethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0207] 




20 TLC r Rf 0.1 7 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3 -I- CD3OD) : 8 7.56 (dd, J = 8.2, 2.0 Hz. 1 H), 7.50 (d. J = 2.0 Hz. 1 H). 7.21 (m, 1H). 6.91 (d. J = 8.2 
Hz. IN. 6.89-6.77 (m. 3H), 4.23 (t. J = 6.6 Hz, 2H). 3.97 (s. 3H). 3.93 (s, 3H), 3.68 (s. 3H). 3.58 (s, 2H). 2.97 (t J = 
6.6 Hz, 2H), 2.37 (s, 3H). 

25 

Example 1 (93) 

2-(3-(2-(5-methyl-2-(1. 3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenyl)aceticacid • methyl ester 
30 [0208] 



35 




40 



TLC : Rf 0,44 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.52 (dd. J = 8.2, 1.8 Hz, 1H), 7.44 (d, J = 1.8 Hz, 1H), 7.21 (m, 1H), 6.99-6.76 (m. 4H), 6.01 (s. 
45 2H), 4.22 (t, J = 6.6 Hz, 2H). 3.68 (s, 3H). 3.58 (s. 2H), 2.95 (t, J = 6.6 Hz, 2H), 2.35 (s, 3H). 



50 
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Example 1(94) 

2-(3-(2-(5-methyl-2-(3, 4, 5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phehyl)acetic acid • methyl ester 
5 [0209] 



10 




O 



. CH3 

20 

TLC : Rf 0.28 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.28-7.17 (m, 3H). 6.89-6.76 (m. 3H), 4.23 (t, J = 6.6 Hz, 2H). 3.94 (s. 6H), 3.89 (s. 3H). 3.68 (s, 
3H). 3.58 (s, 2H). 2.97 (t. J = 6.6 Hz, 2H). 2.38 (s, 3H). 

25 

Example 1 f 95) 

2-(3-(2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
30 [0210] 




40 

TLC : Rf 0.61 (hexane : ethyl acetate = 2:1); 

NIVIR (CDCfa) : 5 8.01 (d, J = 8.6 Hz, 2H), 7.32-7.16 {m. 3H), 6.89-6.76 (m. 3H). 4.23 (t. J = 6.6 Hz, 2H). 3.68 (s, 
45 3H), 3.58 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H). 



50 
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Example 1(96) 

2-(3-(2-(5-methyl-2-(2, 2-difluoro-1,3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenyI)acetic acid • methyl ester 
5 [0211] 



10 




F 



15 

TUC : Rf 0.52 (hexane : ethyi acetate = 2:1); 

* 50 NMR (CDCI3) : 5 7.75 (dd, J = 8.4, 1 .8 Hz, 1 H). 7.68 (d. J = 1 .8 Hz, 1 H), 7.21. (m. 1 H), 7. 1 0 (d, J = 8.4 Hz, 1 H), 6.89- 

6.76 (m, 3H), 4.23 (t. J = 6.6 Hz, 2H), 3.68 (s, 3H). 3.58 (s, 2H), 2.96 (t, J = 6.6 Hz. 2H). 2.37 (s. 3H). 

Example 1 (97) 

25 2-{3-(2-(5-methyl-2-(4-trifluoromethylthiophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acette acid • methyl ester 
[021 2J 




35 

TLC : Rf 0.45 (hexane : ethyl acetate = 3:1); 

40 

NMR (CDCI3) : 5 8.02 (d, J = 8.4 Hz, 2H). 7.70 (d, J = 8.4 Hz, 2H), 7.21 (t, J = 7.8 Hz. 1 H), 6.91-6.73 (m. 3H), 4.24 
(t, J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.71 (s. 3H), 3.08 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.40 (s. 3H). 

Example 1 (98) 

45 

2-(3-(2-(6-methyl-2-(4-cyanophenyl)oxazol-4-yl)elhoxy)phenylmethylthio)acetlc acid • methyl ester 
[0213] 

50 
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TLC : Rf 0.35 (hexane : ethyl acetate = 2 : 1) ; 

NMR (CDCI3) : 5 8.08 (d, J = 8.4 Hz, 2H), 7.71 (d, J = 8.4 Hz, 2H), 7.21 (m, 1 H), 6.75-6.94 (m. 3H). 4.24 (t. J = 6.6 
Hz, 2H), 3.78 (s, 2H), 3.72 (s. 3H), 3.09 (s, 2H), 2.99 (t, J = 6.6 Hz, 2H). 2.41 (s, 3H). 

5 

Example 1(991 

2-(3-(2-(5-methyl-2-(furan-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid • methyl ester 
10 [0214] 




20 

TLC : Rf 0.32 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.52 (m, 1 H), 7.21 (m, 1 H). 6.86-6.96 (m. 3H). 6.79 (m. 1 H), 6.51 (m. 1 H). 4.24 (t. J = 6.6 Hz, 2H), 
25 3.78 (s. 2H). 3.72 (s. 3H), 3.08 (s, 2H), 2.97 (t. J = 6.6 Hz. 2H), 2.37 {s, 3H). 

Example 1(100) 

2-(3-(5-methyl-2-phenyloxazol-4-yl)methoxy)phenyl)acetic acid • methyl ester 

30 

[0215] 



35 



40 




45 TLC : Rf 0.69 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.98-8.10 (m, 2H), 7.40-7.54 (m, 3H), 7.26 (m, 1 H). 6.86-7.00 (m, 3H), 4.99 (s, 2H), 3.68 (s. 3H). 
3.61 (s. 2H), 2.44 (s. 3H). 

50 



55 
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Example 1M01) 

2-(3-(2-(5-methyI-2-phenylthiazoh4-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0216] 




75 

TLC : Rf 0.56 (hexane : ethyl acetate = 2 : 1) ; 

NMR (CDCy : 8 7.90-7.81 (m, 2H), 7.46-7.35 (m. 3H). 7.25-7.16 (m. 1H), 6.87-6.78 (m, 3H), 4.32 (t, J = 6.8 Hz. 
2H), 3.68 (s, 3H), 3.58 (s, 2H), 3.1 9 (t, J = 6.8 Hz, 2H), 2.46 (s, 3H). 

20 

Example in 02) 

2-(3-(3-(5-methyl-2-phenyloxazol-4-yi)propoxy)phenyl)acetic acid • methyl ester 
25 [0217] 

35 

TLC : Rf 0.42 (hexane : ethyl acetate = 2 : 1) ; 

40 

NMR (CDCI3) : 6 7.94-8.04 (m. 2H). 7.36-7.50 (m, 3H), 7.22 (m, 1H), 6.76-6.90 (m, 3H). 3.98 (t, J = 6.2 Hz. 2H), 
3.69 (s, 3H), 3.59 (s. 2H), 2.70 (t, J = 7.0 Hz, 2H), 2.28 (s, 3H), 2.15 (m, 2H). 

Example 1M03) 

45 

2-(3-(2-(2-phenyloxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl eater 
[0218] 

50 




55 
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TLC : Rf 0.53 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7,96-8.08 (m, 2H), 7.57 (s. 1H), 7.40-7.52 (m, 3H). 7.24 (m, 1H), 6.80-6.92 (m, 3H). 4.28 (t, J = 
6.6 Hz. 2H), 3.69 (s. 3H), 3.59 (s, 2H). 3.09 (t, J = 6.6 Hz, 2H). 

5 

Example 1(104^ 

2-{3-{2-(5-methyl-2-(4-cyclohexy!phenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
10 [0219] 




20 

TLC : Rf 0.67 (hexane : ethyl acetate = 2:1); 

NMR (CDCIa) : 6 7.88 (d. J = 8.4 Hz. 2H), 7.26 (d, J = 8.4 Hz, 2H), 7.21 (m, 1 H), 6.77-6.86 (m. 3H). 4.23 (t. J = 7.0 
25 Hz. 2H), 3.68 (s. 3H), 3.58 {s, 2H). 2.96 (t, J = 7.0 Hz, 2H). 2.55 (m, 1 H). 2.36 (s. 3H). 1 .73-7.87 (m. 4H), 1 .30-1 .60 

(m, 6H). 

Example 1(105) 

30 2-(3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0220] 



35 



40 




45 TLC : Rf 0.53 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.96 (d. J = 1.8 Hz, 1H), 7.75 (dd, J = 8.0. 1.8 Hz, 1H), 7.28 (d. J = 8.0 Hz, 1H), 7.22 (m, 1H), 6.78- 
6.86 (m. 3H). 4.23 (t. J = 6.7 Hz. 2H). 3.68 (s. 3H), 3.58 (s. 2H). 2.96 (t. J = 6.7 Hz, 2H), 2.40 (s. 3H). 2.37 (s. 3H). 

50 
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Example 1(106^ 

2-(3-(2-(5-methyl-2-(4-dimethylaminophenyl)oxazol-4-yl)ethoxy)phenyl)acetic add • methyl ester 
5 [0221] 



w 



HgC. 



H.,C 




15 

TLC : Rf 0.31 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 3 7.84 (d, J = 9.0 Hz, 2H), 7.21 (m, 1 H), 6.78-6.87 (m, 3H), 6.71 {d, J = 9.0 Hz, 2H), 4.23 (t, J = 6.8 
20 Hz, 2H), 3.68 (s. 3H). 3.58 (s, 2H). 3.01 (s, 6H), 2.95 (t. J = 6.8 Hz. 2H). 2.34 (s, 3H). 

Example 1(107) 

2-{3-(2-(5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester 



25 



[0222] 



30 




35 



TLC : Rf 0.61 (hexane : ethyl acetate = 2 : 1) ; 

NMR (CDCI3) : 5 794-8.04 (m, 2H), 7.37-7.50 (m, 3H), 7.21 (m, 1H), 6.76-6.89 (m, 3H). 4.23 (t, J = 6.6 Hz, 2H), 
40 3.68 (s. 3H), 3.58 (s. 2H), 2.98 (t, J = 6.6 Hz, 2H). 2.75 (q, J = 7.6 Hz, 2H). 1 .31 (t. J = 76 Hz, 3H). 

Example 1(108) 

2-(3-(2-(5-methyl-2-(4-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester 



[0223] 



50 



55 




TLC : Rf 0.62 (hexane : ethyl acetate = 2:1); 



CH3 
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NMR (CDCI3) : 5 7.88 (d, J = 8.6 Hz, 2H), 7.16-7,28 (m, 3H), 6.76-6.90 (m, 3H), 4.23 (t, J = 6.8 Hz, 2H), 3.69 (s, 
3H). 3.58 (s, 2H), 2.97 (t. J = 6.8 Hz. 2H). 2.64 (t, J = 7.0 Hz, 2H), 2.36 (s, 3H), 1.62 (m, 2H), 1.34 (m, 2H), 0.93 (t, 
J =7.4 Hz. 3H). 

5 Example 1f109) 

2-(3-(2-(5-methy!-2-(4-chlorophenyl)oxazo(-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0224] 

10 



15 




20 

TLC : Rf 0.54 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : S 7.91 (d. J = 8.6 Hz, 2H), 7.40 (d. J = 8.6 Hz, 2H), 7.21 (m, 1 H). 6.75-6.89 (m, 3H), 4.23 (t. J = 6.6 
Hz, 2H). 3.68 (s. 3H). 3.58 (s. 2H), 2.96(t J = 6.6 Hz, 2H). 2.37 (s, 3H). 

25 

Example in 10^ 

2-(3-(2-(5-methy!-2-(thiophen-2-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
30 [0225] 



35 




40 

TLC : Rf 0.43 (hexane : ethyl acetate = 2:1); 

45 NMR {CDCI3) : h 7.58 (dd, J = 3.7, 1 .2 Hz, 1 H), 7.36 (dd, J = 5.2, 1 .2 Hz, 1 H), 7.22 (m, 1 H), 7.08 (dd, J = 5.2, 3.7 

Hz. 1H), 6.77-6.88 (m. 3H). 4.22 (t. J = 6.6 Hz, 2H). 3.68 (s, 3H), 3.58 (s. 2H), 2.95 (t. J = 6.6 Hz, 2H), 2.35 (s. 3H). 

50 
55 



BNSDOCID: <EP 1O071O9A1_L> 



99 



EP1 067 109 A1 



Example 1(1111 



2-(3-(2-(5-methyl-2-(furan-2-yl)oxazol-4-yi)ethoxy)phenyl)acetic acid • methyl ester 



5 [0226] 



10 




CH3 



15 



TLC : Rf 0.33 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.51 (m, 1 H). 7.21 (m, 1 H), 6.92 (d. J = 3.4 Hz. 1 H). 6.78-6.87 (m, 3H). 6.50 (dd, J = 3.4, 1 .8 Hz, 
1 H), 4.23 (t. J = 6.6 Hz. 2H). 3.68 (s. 3H), 3.57 (s. 2H). 2.96 (t. J = 6.6 Hz. 2H). 2.36 (s. 3H). 

Example ^(^^9\ 

2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxa2ol-4-yl)ethoxy)phenyl)acetiG acid • methyl ester 



TLC : Rf 0.57 (ethyl acetate) ; 

40 NMR (CDC(3) : 5 8.70 (m, 1H). 8.05 (m, 1H). 7.78 (ddd. J = 7.8. 7.8. 1.6 Hz, IN). 7.31 (m. 1H). 7.21 (m, 1H), 6.76- 

6.86 (m. 3H). 4.25 (t. J = 6.6 Hz, 2H), 3.68 (s. 3H), 3.57 (s, 2H). 3.00 (t. J = 6.6 Hz, 2H). 2.43 (s. 3H). 

Example 1(11 a> 

45 2-(3-(2-(5-methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 



25 



[0227] 



30 




35 



[0228] 



SO 




55 



CH3 
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TLC : Rf 0.76 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 6 7.91 (m, 1 H), 7.19-7.34 (m. 4H), 6.78-6.87 (m, 3H). 4.25 (t, J = 6.8 Hz. 2H). 3.68 (s, 3H). 3.58 (s. 
2H). 2.98 (t, J = 6.8 Hz, 2H), 2.65 (s, 3H). 2.37 (s, 3H). 

5 

Example ini 4^ 

2-(3-(2-(5-methyl-2-(3-methylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
10 [0229] 



15 




20 

TLC : Rf 0.55 (hexane : ethyl acetate = 2 ; 1) : 

NMR (CDCI3) : 5 7.75-7.82 (m, 2H), 7.17-7,35 (m. 3H). 6.78-6.86 (m, 3H), 4.24 (t. J = 6.6 Hz. 2H), 3.68 (s. 3H). 
25 3.58 (s. 2H), 2.97 (t, J = 6.6 Hz. 2H), 2.40 (s. 3H). 2.37 (s. 3H). 

Example 1(115) 

2-(3-(2-(5-methyl-2-(4-trifluoromethylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

30 

[0230] 



35 




40 

TLC : Rf 0.57 (hexane : ethyl acetate = 2:1); 

45 NMR (CDCI3) : 6 8.09 (d, J = 8.4 Hz. 2H), 7.68 (d, J = 8.4 Hz. 2H), 7.21 (m. 1 H), 6.76-6.90 (m, 3H), 4.24 (t. J = 6.6 

Hz. 2H), 3.68 (s, 3H). 3.58 (s. 2H). 2.99(t, J = 6.6 Hz. 2H). 2.40 (s, 3H). 

so 
55 
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Example 1(116) 

2-(3-(2-(5-methyl-2-(4-fluorophenyl)oxazol-4-yl)(Bthoxy)phenyl)acetic acid • methyl ester 
5 [0231] 



^CHa 



IS 

TLC : Rf 0.51 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 6 7.91^8.04 (m, 2H), 7.05-7.24 (m, 3H), 6.75-6.92 (m, 3H), 4.23 (t, J = 6.6 Hz. 2H), 3.68 (s, 3H), 
20 3.58 (s, 2H). 2.96 (t. J = 6.6 Hz, 2H). 2.37 (s. 3H). 

Example 1(117) 

2-(3-(2'{5-methyl-2-(4-cyanophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

25 

[0232] 



30 f y\ AT II II I 11 CHg 



35 



TLC : Rf 0.37 (hexane : ethyl acetate = 2:1); 

40 NMR (CDCI3) : 5 8.07 (d, J = 8.8 Hz, 2H). 7.71 (d, J = 8.8 Hz, 2H), 7.22 (m. 1 H), 6.78-6.87 (m, 3H), 4.24 (t, J = 6.6 

Hz, 2H), 3.68 (s, 3H), 3.58 (s, 2H), 2.98 (t, J = 6.6 Hz, 2H), 2.40 (s, 3H). 

Example 1 file) 

45 2-(3-(2-(5-methyl-2-(4-methyl-1 ,2,3-thiadiazol-5-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0233] 

CH3 



55 
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TLC : Rf 0.49 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 5 7.22 (m, 1H), 6.78-6.87 (m. 3H). 4.23 (t, J = 6.2 Hz, 2H). 3.68 (s, 3H), 3.58 (s. 2H). 3.02 (s. 3H). 
2.98 (t, J = 6.2 Hz, 2H). 2.41 (s, 3H). 

5 

Example ^(^^9) 

2-(3-{2-(5-methyl-2-(2,3,5,6-tetrafluoro-4-methylphenyl)oxazol-4-yI)ethoxy)phenyl)acetlc add • methyl ester 
10 [0234] 



15 




25 TLC : Rf 0.58 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.20 (m, 1 H), 6.75-6.90 (m, 3H). 4.24 (t. J = 6.6 Hz, 2H). 3.68 (s. 3H), 3.58 (s, 2H), 3.02 (t, J= 6.6 
Hz, 2H), 2.41 (s, 3HX 2.33 (s, 3H). 

30 Example 1 f 1 20^ 

2-{3-(2-(5-methyl-2-(3-nitro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0235] 

35 




45 

TLC : Rf 0.33 (hexane : ethyl acetate = 2:1); 

50 NMR (CDCI3) : 5 8.55 (d, J = 1 .6 Hz, 1 H), 8.09 (dd, J = 8.0, 1 .6 Hz. 1 H). 7.41 (d, J = 8.0 Hz. 1 H). 7.1 9 (m, 1 H), 6.70- 

6.88 (m. 3H). 4.24 (t, J = 6.6 Hz, 2H), 3.68 (s, 3H). 3.58 (s, 2H), 2.98 (t. J = 6.6 Hz, 2H). 2.64 (s, 3H). 2.40 (s. 3H). 

55 



BNSDCXJID: <EP 1067109A1J_> 



103 



EP 1 067 109 A1 

Example 1(121) 

2-(3-(2-(5-methyl-2-cyclohexyloxazol-4-yl)ethoxy)phenyI)acetic acid • methyl ester 
5 [0236] 



10 




15 



20 



TLC : Rf 0.50 {hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.21 (m, 1H), 6.76-6.86 (m, 3H), 4.15 (t, J = 6.7 Hz. 2H). 3.69 (s, 3H), 3.58 (s, 2H). 2.87 (t, J = 6.7 
Hz, 2H), 2.69 {m. 1H), 2.24 (s, 3H), 1.96-2.08 (m, 2H), 1.20-1.86 (m, 8H). 



Example 1(122) 

2-(3-{2-(5-methyl-2-cyclopentyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
25 [0237] 



30 



35 



40 



TLC : Rf 0:50 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 7.21 (m, 1H). 6.76-6.86 (m. 3H), 4.15 (t, J = 6.7 Hz, 2H), 3.69 (s, 3H). 3.58 (s, 2H). 3.11 (m. 1H). 
2.86 (t, J = 6.7 Hz, 2H). 2.24 (s, 3H), 1.58-2.12 (m, 8H). 



Example U123) 

2-(3-(2-(5-methyl-2-(4-pentyIphenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester 
45 [0238] 



50 




55 



TLC : Rf 0.55 (hexane : ethyl acetate = 2:1); 
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NMR {CDCI3) : 5 7.88 {d. J = 8.0 Hz. 2H). 7.29 (d. J = 8.0 Hz, 2H). 7.17 (m, 1 H), 6.70-6.88 (m, 3H), 4.23 (t. J = 6.8 
Hz. 2H), 3,68 (s, 3H). 3.57 (s. 2H), 2.96(t. J = 6.8 Hz, 2H). 2.63 (t. J = 7.6 Hz. 2H). 2.36 (s, 3H), 1 .64 (m, 2H), 1.20- 
1 .42 (m, 4H), 0.89 (t. J = 6.6 Hz. 3H). 

5 Example 1 (1 24) 

2-(3-(2-(5-rnethyl-2-(pyrjdin-4-yl)oxa2oI-4«yl)ethoxy)phenyImethylthio)acetic acid • methyl eater 
[0239] 

10 



15 




20 

TLC : Rf 0.22 (hexane : ethyl acetate =1:1); 

NMR (CDCI3) : 5 8.90 (d. J = 6 Hz, 2H). 7.85 (d, J = 6 Hz. 2H). 7.20 (dd, J = 8. 8 Hz, 1 H), 6.95-6.80 (m. 3H). 4.25 
(t. J = 6.5 Hz. 2H). 3.80 (s. 2H), 3.75 (s. 3H). 3.1.0 (s, 2H). 3.00 (t, J = 6.5 Hz. 2H). 2,45 (s. 3H). 

25 

Example 1(125^ 

2-(3-(2-(5-methyl-2-(pyrldin-3-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl eater 
30 [0240] 



35 




40 

TLC : Rf 0.33 (hexane : ethyl acetate =1:3); 

NMR (CDCI3) : 8 9.22-9.18 (m, IH), 8.61 (dd, J = 5.0 Hz. 1.8 Hz, 1H), 8.25-8.19 (m, 1H), 7.37-7.16 (m. 2H), 6.85- 
45 6.76 (m. 3H). 4.23 (t, J = 6.6 Hz, 2H). 3.66 (s. 3H). 3.56 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.38 (s, 3H). 



50 



55 
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Example 1(126) 

2-{3-(2-(5-methyl-2-(pyridin-4-yl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0241] 



10 



15 



Rf 0.25 (hexane : ethyl acetate = 1:3); 

NMR (GDCy : 5 8.71-B.67 (m. 2H), 7.83-7.80 (m, 2H), 7.26-7.17 (m, 1H), 6.86-6,79 (m, 3H), 4.24 (t, J = 6.4 Hz, 
20 2H), 3.68 (s, 3H). 3.58 (s, 2H). 2.99 (t, J = 6.4 Hz. 2H), 2.40 (s, 3H). 

Example 1(127) 

2-(3-(2-(5-rnethyl-2-(4-methylpipera2in-1-yl)thlazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

25 

[0242] 



'CH3 

35 

TLC : Rf 0.39 (chloroform : methanol = 20 : 1) ; 

40 NMR (CDCI3) : 6 7.21 (m, 1 H). 6.77-6.85 (m, 3H), 4.1 9 (t. J = 7.1 Hz. 2H), 3.68 (s. 3H). 3.58 (s. 2H), 3.42 (m, 4H). 

2.94 (t. J = 7.1 Hz. 2H). 2.50 (m, 4H), 2.33 (s. 3H). 2.25 (s. 3H). 

Example 1(128) 

45 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethoxy)acetic acid • t-butyl ester 
[0243] 

55 
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TLC : Rf 0.79 (ethyl acetate : hexane =1:1); 

NMR (CDCI3) : 5 7.98 (m. 2H), 7.50-7.35 (m, 3H). 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 6.95-6.80 (m, 3H), 4^58 (s, 2H). 
4.25 (t, J = 6.5 Hz, 2H), 3.96 (s, 2H), 2.98 (t, J = 6.5 Hz, 2H), 2.38 (s, 3H). 1 .47 (s, 9H). 

5 

Example 1(129) . 

2-(3-(2-(5-methyI-2-(pyridin-3-yl)oxazol-4-yl)ethoxy)phenylmethytthio)acetic acid • methyl ester 
10 [0244] 




TLC : Rf 0.14 (hexane : ethyl acetate =1:2); 

NMR {CDCI3) : 8 9.20 (d. J = 2 Hz, 1 H). 8.65 (dd, J = 5. 2Hz, 1 H). 8.25 (m, 1 H). 7.35 (m. 1 H). 7.20 (dd, J = 8. 8 Hz. 
25 1H). 6.95-6.75 (m. 3H), 4.25 (t. J = 6.5 Hz, 2H), 3.80 (s. 2H). 3.75 (s, 3H), 3.10 (s, 2H). 3.00 (t. J = 6.5 Hz, 2H). 2.40 

(s, 3H). 

Example 1(130) 

30 2-(3-(2-(5-methyl-2-(4-methylthiophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
[0245] 



35 




TLC : Rf 0.39 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 5 7.88 (d, J = 8.6 Hz, 2H). 7.27 (d, J = 8.6 Hz, 2H), 7. 1 7 (dd, J = 7.8, 7.6 Hz, 1 H), 6.70-6.88 (m, 3H), 
4.22 (t. J = 6.6 Hz. 2H), 3.68 (s, 3H), 3.58 (s, 2H). 2.96 (t, J = 6.6 Hz, 2H), 2.51 (s, 3H), 2.37 (s, 3H). 



55 
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Example 1(131) 

2-(3'(2-(5-methyl-2-cyclopropyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0246] 



10 




15 



TLC : Rf 0.39 (hexane : ethyl acetate =1:1); 

NMR (CDCy : 5 7.26-7.16 (m, 1H), 6.85-6.76 (m. 3H). 4.14 (t, J = 6.8 Hz, 2H), 3.68 (s, 3H). 3.57 (s. 2H), 2.83 (t, 
20 J = 6.8 Hz, 2H), 2.21 (s. 3H), 2.04-1 .90 (m, 1 H), 1 .01 -0.89 (m, 4H). 

Example 1(132) 

2-(3-(2-(5-methyl-2-(4-nitrophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

25 

[0247] 



30 




35 

TLC : Rf 0.57 (hexane : ethyl acetate = 4:3); 

40 NMR (CDCIa) : 6 8.29 (d, J = 9.0 Hz. 2H), 8.13 (d, J = 9.0 Hz, 2H), 7.22 (m, 1H), 6.77-6.87 (m 3H). 4.25 (t. J = 6.6 

Hz. 2H), 3.86 (s, 3H), 3.58 (s, 2H), 3.00 (t. J = 6.6 Hz, 2H). 2.42 (s. 3H). 

Example 1M33> 

45 2-(3-(2-(5-methyl-2-(quinolin-2-yl)oxazol-4-y!)ethoxy)phenyl)acetic acid • methyl ester 
[0248] 



50 
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TLC : Rf 0.38 (hexane : ethyl acetate = 4:3); 

NMR (CDCI3) : 6 8.1 7-8.29 (m, 3H), 7.83 (m, 1 H), 7.75 (m, 1 H). 7.57 (m, 1 H), 7.22 (m, 1 H). 6.78-6.86 (m, 3H). 4.29 
(t. J = 6.6 Hz, 2H), 3.68 (s. 3H). 3.58 (s, 2H), 3.05 (t, J = 6.6 Hz, 2H), 2.49 (s, 3H). 

5 

Example 1(134) 

2-(3-{2-(5-methyl-2-(3-trlfluoromethoxyphenyl)oxazol-4-yI)ethoxy)phenyl)acetic acid • methyl ester 
10 [0249] 




20 

TLC : Rf 0.46 (hexane : ethyl acetate = 2:1); 

NMR (CDCy : 5 7.91 (dt. J = 7.8. 1 .2 Hz, 1 H), 7.85-7.82 (m, 1 H). 7.45 (t, J = 7.8 Hz, 1 H). 7.28-7.1 7 (m. 2H). 6.88- 
25 6.77 (m, 3H), 4.24 (t, J = 6.6 Hz. 2H), 3.68 (s. 3H). 3.58 (s. 2H), 2.97 (t. J = 6.6 Hz. 2H). 2.39 (s, 3H). 

Example 1(135) 

2-(3-(2-(5-methyl-2-(2-trifluoromethoxyphenyI)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 

30 

[0250] 



35 




40 

TLC : Rf 0.43 (hexane : ethyl acetate = 2:1); 

45 NMR (CDCI3) : 5 8.11-8.04 (m, 1H). 7.49-7.31 (m, 3H), 7.27-7.16 (m, 1H), 6.88-6.76 (m, 3H). 4.25 (t, J = 6.6 Hz, 

2H). 3.68 (s, 3H). 3.58 (s, 2H), 2.99 (t. J = 6.6 Hz. 2H). 2.39 (s, 3H). 

50 
55 
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Example 1(136) 

2-{3-(2-(4-methyl-2-phenyldxazol-5-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0251] 



10 




15 

TLC : Rf 0.37 (hexane : ethyl acetate = 2:1); 

NMR (CDCI3) : 6 8.02-7.95 (m. 2H), 7.49-7.38 (m, 3H), 7.28-7.18 (m. 1H), 6.90-6.77 (m, 3H). 4.22 (t. J = 6.8 Hz, 
2H), 3.68 (s. 3H). 3.58 (s. 2H), 3.1 6 {t, J = 6.8 Hz, 2H), 2.22 (s, 3H). 

20 

Example 1(137) 

2-(3-(2-(5-methyl-2-(1.3-dloxalndan-5-yl)oxazol-4-yl)ethoxy)phenylmethoxy)acetic acid • t-butyl ester 
25 [0252] 



30 




35 

TLC : Rf 0.83 (hexane : ethyl acetate =1:1); 

NMR (CDCI3) : 6 7.51 (dd, J = 8.0, 1 .8 Hz, 1 H), 7.43 (d, J = 1 .8 Hz. 1 H). 7.24 (t, J = 7.8 Hz. 1 H). 6.97-6.79 (m, 4H), 
40 6.01 (s, 2H), 4.58 (s, 2H), 4,23 (t, J = 6.8 Hz, 2H), 3.96 (s, 2H), 2.95 (t. J = 6.8 Hz, 2H). 2.35 (s, 3H), 1 .48 (s, 9H). 

45 
50 
55 
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Example 2 

2-(3-{4-(4-methylphenyl)thiazol-2-ylmethoxy)phenylmethylthio)aceticacid 
5 [0253] 



10 



15 




OH 



[0254] The compound prepared in Example 1 (0.51 g) was dissolved in a mixture of methanol-tetrahydrofuran (8 
ml. 1 : 1 ), and thereto was added 2N aqueous solution of sodium hydroxide (3.2 ml) and the mixture was stirred at room 
temperature for 3 hours. The reaction mixture was acidified by adding hydrochloric acid and the solution was extracted 
25 with ethyl acetate. The extract was washed with water and a saturated aqueous solution of sodium chloride, succes- 
sively, dried over anhydrous magnesium sulfate and concentrated. The residue was recrystallized from hexane-ethyl 
acetate to give the compound of the present invention (0.39 g) having the following physical data. 

TLC : Rf 0.37 (ethyl acetate) ; 

30 

NMR (CDCI3-H4 drop of CD3OD) : 5 777 (2H» d, J=8.0 Hz), 745 (1 H, s), 7.23-7.31 (3H, m), 6.91-7.05 (3H, m). 5.42 
(2H. s), 3.83 (2H. s), 3.08 {2H, s), 2.39 (3H, s). 

Example 2(1)-Example 2(137) 

35 

[0255] The following compounds of the present invention were obtained by the same procedure as shown in Exam- 
ple 2, using the compounds prepared in Example 1(1) ~ Example 1(137) in place of the compound prepared in Example 
1 , optionally followed by converting them to the corresponding salts by known methods. 

40 Example 2(1) 

6-(3-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl)hexanoic acid 

[0256] 
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TLC : Rf 0.41 (hexane : ethyl acetate =1:1); 

5 NMR (CDCI3) : 5 7.78 (2H, d, J=8.0 Hz), 7.43 (1 H, s). 7.28-7.1 6 (3H, m), 6.90-6.78 (3H, m). 5.42 (2H, s). 2.60 (2H, 

t. J=7.5 Hz), 2.39 (3H, s), 2.34 (2H. t, J=7.6 Hz), 1.76-1.54 (4H, m), 1.46-1.24 (2H, m). 

Example 2(2) 

10 5-(3-(blphenyl-4-ylmethoxy)phenyl)pentanolc acid 
[0257] 



15 



20 




TLC : Rf 0.49 (ethyl acetate) ; 

30 NMR (CDCI3) : 5 7.58-7.64 (4H, m), 7.35-7.53 (5H. m), 7.21 (1 H. m). 6.78-6.84 (3H, m). 5.09 (2H, s). 2.62 (2H, t. 

J=7.0 Hz), 2.38 (2H, t, J=7.0 Hz), 1 .64-1 .72 (4H, m). 

Example 2(3^ 

35 4-(3-(biphenyl-4-ylmethoxy)phenyl)butanoic acid 
[0258] 



40 



45 




TLC : Rf 0.67 (ethyl acetate) ; 

NMR (dg-DMSO) : 5 7.62-7.66 (4H, m), 7.31-7.51 (5H, m), 7.14 (1H, dd. J=7.5, 7.5 Hz). 6.71-6.82 (3H, m), 5.07 
(2H, s), 2.52 (2H, t, J=7.0 Hz), 2.06 (2H, t. J=:7.0 Hz), 1.74 (2H, tt, J=7.0, 7.0 Hz). 
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Example 2(4) 

4-(3-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl )butanoic add 
5 [0259] 



10 



15 




20 

TLC : Rf 0.63 (ethyl acetate) ; 

NMR {CDCI3) : 5 7.78 (2H, d, J=8.0 Hz). 7.43 (1H. s), 7.23 (2H, d, J=8.0 Hz), 7.22 (1H. m), 6.81-6.88 (3H, m). 5.41 
(2H, s), 2.66 (2H, t, J=7.5 Hz). 2.38 (3H. s). 2.36 (2H. t, J=7.5 Hz). 1 .96 (2H. tt. J=7.6. 7.5 Hz). 

25 

Example 2(5) 

4-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)pheny!)butanoic acid 
30 [0260] 



35 




40 

TLC : Rf 0.47 (ethyl acetate) ; 

NMR (CDCI3) : 5 7.94-8.02 (2H, m), 7.39-7.48 (3H, m), 7.1 8 (1 H, m). 6.72-6.78 (3H, m), 4.23 (2H, t, J=6.6 Hz), 2.98 
45 (2H, t, J=6.6 Hz), 2.64 (2H, t, J=7.2 Hz), 2.38 (3H, s). 2.35 (2H, t, J=7.2 Hz), 1.95 (2H. tt, J=7.2, 7.2 Hz). 



50 



55 
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Example 2(6) 

6-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanolc acid 
5 [0261] 



10 




TLC ; Rf 0.41 (chloroform : methanol =15:1); 

20 NMR (CDCI3) : 5 8.02-7.91 (2H, m). 7.49-7.36 (3H. m). 7.16 (1 H, t, J=8.0 Hz), 6.78-6.69 (3H. m). 4.24 (2H. t, J=7.0 

Hz), 2.98 (2H, t, J=7.0 Hz), 2.58 (2H. t, J=7.5 Hz), 2.38 (3H, s), 2.34 (2H, t, J=7.5 Hz), 1 .75-1 .54 (4H, m). 1 .45-1 .25 
(2H. m). 

Example 2(7) 

25 

5-(3-(2-{5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)pentanoic acid 
[0262] 



o 



35 




40 

TLC : Rf 0,36 (chloroform : methanol = 15:1); 

NMR (CDCI3) : 5 8.04-7.92 (2H. m), 7.49-7.36 (3H. m), 7.17 (1H, t, J=B.0 Hz), 6.78-6.68 (3H, m). 4.24 (2H. t, J=7.0 
Hz). 2.98 (2H, t, J=7.0 Hz), 2.68-2.53 (2H, m), 2.45-2.30 (5H. m). 1.79-1.56 (4H. m). 



50 



55 
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Example 2(8) 

2-(3-{3-(biphenyl-4-ylmethoxy)phenyl)propylthio)aceticacid 
5 [0263] 



10 



15 




20 



25 



TLC : Rf 0.38 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.35-7.64 (9H. m). 7.22 (1H, m), 6.78-6.86 (3H. m), 5.09 (2H, s), 3.25 (2H, s), 2.70 (2H. t J=7.5 
Hz), 2.67 (2H. t. J=7.5 Hz). 1.94 (2H, tt, J=7.5, 7.5 Hz). 



Example 2f9) 

2-(3-{3-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl)propylthio)acet*ic acid 
30 [0264] 



35 



40 




45 



50 



TLC : Rf 0.41 (chloroform : methanol =10:1); 

NMR (CDCI3) : 6 7.75 (2H. d, J=8.0 Hz), 7.43 (1H. s), 7.18-7.26 (3H. m), 6.80-6.91 (3H, m), 5.44 (2H. s), 3.23 (2H. 
s), 2.71 (2H, t. J=7.4 Hz), 2.65 (2H. t, J=7.4 Hz), 2.38 (3H, s), 1,93 (2H. tt, J=7.4, 7.4 Hz). 



55 
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Example 2(10) 

6-(2-(2-(5-methyl-2-phenyloxa2oI-4-yI)ethoxy)phenyl)hexanoic acid 
5 [0265] 

o 



10 




20 

TLC : Rf 0.50 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 57.95-8.00 (2H, m). 7.39-744 (3H, m), 7.07-717 (2H, m). 6.81-6.88 {2H. m). 4.23 (2H, t. J=6.7 Hz), 
25 3.00 (2H. t. J=6.7 Hz). 2.57 (2H. t. J=7.3 Hz). 2.37 (3H, s), 2.30 (2H, t. J=7.4 Hz). 1 .46-1 .69 (4H. m), 1 .22-1 .40 (2H, 

m). 

E)^amplQ 2(11) 

30 2-(3-(biphenyl-4-ylmethoxy)phenylmethylthio)aceticacid 
[0266] 



35 




45 

TLC : Rf 0.39 (ethyl acetate) ; 

50 NMR (CDCI3) : 8 7.60-7.64 (4H. m). 7.22-7.53 (6H. m). 6.89-7.02 (3H, m). 6.1 1 (2H. s). 3.83 (2H, s), 3.10 (2H. s). 



55 
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Example 2(12) 

2-(3-{2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
5 [0267] 




15 

TLC : Rf 0.33 (ethyl acetate) ; 

NMR (CDCI3) : 5 7.95-8.00 (2H. m), 7.40-7.47 (3K m). 7.21 (1H, dd, J=8,0. 8.0 Hz). 7.03 {1H, dd. J=2.0, 1.0 H2), 
20 6.88 (1 H. ddd, J=8.0, 3.0, 2.0 Hz), 6.81 (1 H, ddd, J=8.0, 3.0, 1 .0 Hz), 4.28 (2H, t, J= 7.5 Hz), 3.86 (2H, s), 3.1 6 {2H, 

s), 2.98 {2H. t, J=7.5 Hz). 2.39 (3H, s). 

Example 2(13) 

25 5-(2-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenyl)pentanojc acid 
[0268] 



30 



35 




40 

TLC : Rf 0.58 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 8.00-7.95 (2H, m), 7.50-7.35 (3H, m), 7.20-7.05 {2H, m). 6.90-6.80 (2H, m). 4.25 (2H, t, J = 7 Hz), 
3.06 (2H. t. J = 7 Hz), 2.60 (2H, t. J = 7 Hz). 2.40 (3H, s), 2,35 (2H, t. J = 6 Hz), 1 .80-1 .50 (4H. m). 

45 



SO 



55 
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Example 2(14) 

6-(2-(4-(4-methylphenyI)thia2ol-2-ylmethoxy)phenyl)hexanoicacid 
5 [0269] 



10 



15 




TLC : Rf 0.76 (ethyl acetate) ; 

NMR (CDCI3) : 6 7.79 (2H. d. J=8.4Hz). 7.44 (1H, s). 7.15-7.26 (4H, m). 6.91-6.98 (2H, m), 5.41 (2H. s). 2.73 (2H, 
25 t. J=7.4 Hz), 2.38 (3H. s), 2.36 (2H, t, J=7.3 Hz). 1 .62-1 .78 (4H, m). 1 .37-1 .52 (2H . m). 

Example 2(15) 

2-(3-{3-(2-{5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)propylthio)acetic acid 

30 

[0270] 



35 




40 



TLC : Rf 0.42 (chloroform : methanol =10:1); 

NMR (CDCI3) : 57.94-7.98 (m. 2H). 7.41-7,44 (m. 3H), 7.16 (dd, J = 7.7. 7.7 Hz, 1H), 6.89 (m. 1H), 6.72-6.76 (m, 
2H). 4.29 (t, J = 7.2 Hz, 2H). 3.23 (s. 2H), 3.01 (t. J = 7.2 Hz. 2H), 2.72 (t, J = 6.7 Hz. 2H). 2.66 (t. J = 6.7 Hz, 2H). 
2.40 (s, 3H), 1 .94 (tt, J = 6.7. 6.7 Hz. 2H). 



50 
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Example 2^16) 

2-(3-(2-(biphenyl-4-yl)ethoxy)phenylmethylthio)acetic acid 
5 [0271] 




TLC : Rf 0.43 (chloroform : methanol =10:1); 

20 

NMR (CDCI3) : 5 7.52-7.61 (m, 4H). 7.34-7.47 (m, 5H), 7.23 (dd, J = 8.0, 8.0 Hz. IH), 6.80-6.92 (m. 3H), 4.21 (t. J . 
= 6.8 Hz. 2H). 3.81 (s. 2H), 3.1 4 (t, J = 6.8 Hz, 2H). 3, 1 1 (s. 2H). 

Example 2(17^ 

25 

2-(4-chloro-3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthip)acetic acid 
[0272] 

30 



35 




40 

TLC : Rf 0.38 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : a 7.99 (m. 2H). 7.50-7.40 (m. 3H), 7,28 (d. J = 8.0 Hz, 1H), 7.15 (d, J = 2.0 Hz. 1H). 6.82 (dd, J = 
8.0. 2.0 Hz, 1H), 6.30 (br.. 1H). 4.38 (t, J = 6.5 Hz. 2H), 3.86 (s. 2H). 3.18 (s, 2H). 3.03 (t. J = 6.5 Hz, 2H), 2.42 (s. 
45 3H). 



50 



55 
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Example 2(18) 

2-(4-chloro-3-(4-(4-methylphenyl)thlazol-2-ylmethoxy)phenylmethylthio)acetic acid 
5 [0273] 



10 



15 




20 



TLC : Rf 0.42 (water : methanol : chloroform =1 : 10 : 1 00) ; 

NMR (CDCI3) : 6 7.73 (d. J = 8.0 Hz, 2H). 7.44 (s. 1H). 7.33 (d. J = 8.0 Hz, 1H). 7.22 (d, J = 8.0 Hz, 2H). 7.1 1 (d. J 
25 = 2.0 Hz. IN). 6.91 (dd. J = 8.0. 2.0 Hz. 1H). 5.50 (s. 2H), 3.80 (s. 2H). 3.04 (s. 2H). 2.37 (s. 3H). 

Example 2(19) 

2-(3-(biphenyl-4-ylmethoxy)-4-chlorophenylmethylthlo)acetic acid 



30 



[0274] 



35 



40 




OH 



CI 



45 



SO 



TLC : Rf 0.34 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : 5 7.65-7.35 (m. 9H). 7.33 (d. J = 8.0 Hz. 1 H). 7.01 (d, J = 2.0 Hz, 1 H), 6.87 (dd. J = 8.0. 2.0 Hz. 1 H), 
5.20 (s. 2H). 3.79 (s. 2H). 3.02 (s. 2H). 



55 
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Example 2(20) 

2-(3-{(2E)-3-(biphenyl-4-yl)propenyloxy)phenylmethylthio)acetic acid 
5 [0275] 




20 

TLC : Rf 0.29 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.22-7.62 (m, 10H), 6.74-6.97 (m. 4H). 6.45 (dt. J = 16.0, 5.6 Hz. 1H), 4.73 (d, J = 5.6 Hz, 2H), 
3.84 (s. 2H). 3.12 (s. 2H). 

25 

Example 2(g1) 

2-(3-(3-{biphenyl-4-yl)propoxy)phenylmethylthio)acetic acid 
30 [0276] 



35 



40 




45 

TLC : Rf 0.29 (chloroform : methanol = 20 : 1 ) ; 

NMR (CDCI3) : 5 7.19-761 (m, 10H). 6.78-6.93 (m. 3H). 4.00 (t. J = 6.1 Hz, 2H), 3.82 (s. 2H). 3.12 (s, 2H), 2.86 (t, 
50 J = 76 Hz, 2H), 2.14 (tt, J = 7.6. 6.1 Hz, 2H). 



55 
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Example 2(22^ 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester 
5 [0277] 

15 

TLC : Rf 0.52 (chloroform : methanol = 9:1); 

20 NMR (CDCI3) : 5 8.00-7.90 (m. 2H), 7.45-7.35 (m 3H). 7.20 (t. J = 7.5 Hz, 1H). 6.90-6.75 (m, 3H), 4.20 (t. J = 7 Hi, 

2H. ), 3.60 (s, 2H), 2.95 (t, J = 7 Hz, 2H). 2.35(s. 3H). 

Example 2(23^ 

25 2-(3-(blphenyl-4-ylmethoxy)pyrldin-5-ylmethy!thio)aceticaclcl 
[0278] 



30 



35 




TLC : Rf 0.14 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (DMSO-de) : 5 857 (d. J =: 3.0 Hz, 1 H), 8.12 (d, J = 1.5 Hz. 1H). 7.75-7.30 (m, 10H), 5.23 (s, 2H), 3.83 (s, 
2H), 3.15(s, 2H). 



55 
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Example 2(24) 

2-(3-(4*-propylbiphenyl-4-ylmethoxy)phenylmethylthio)acetic acid 
5 [0279] 



10 



15 




20 

TLC : Rf 0.41 (ethyl acetate) ; 

NMR (CDCI3) : 5 7.60 (d, J = 8.3 Hz, 2H), 751 (d, J = 8.2 Hz. 2H). 7.48 (d. J = 8.3 Hz, 2H), 726 (dd, J = 7.8, 7.8 
Hz. 1H)..7.25 (d, J = 8.2 Hz, 2H). 6.88-701 (m. 3H), 5.10 (s, 2H). 3.83 (s. 2 H). 3.10 (s. 2H). 2.63 (t, J = 7.4 Hz, 
25 2H), 1 .68 (tq, J = 7.4. 7.4 Hz, 2H). 0.97 (t, J = 7.4 Hz, 3H). 

Example 2(25^ 

2-(3-(4-(pyridin-4-yl)phenylmethoxy)phenylmethylthio)acetic acid 

30 

[0280] 



35 



40 




45 

TLC : Rf 0.47 (chloroform : methanol = 5:1); 

50 NMR (CDCI3 + 17 drops of CD3OD) : 5 8.53 (d. J = 5.8 Hz. 2H), 761 (d, J = 8.0 Hz. 2H), 7.49-752 (m, 4H). 7.18 

(dd. J = 7.7, 77 Hz. 1H). 6.80-6.95 (m, 3H), 5.07 (s, 2H), 3.76 (s, 2H), 3.02 (s, 2H). 

55 
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Exampie 2 (26) 

2-(3-(4-(pyridin-3-yl)phenylmethoxy)phenylmethylthio)aceticacid 
5 [0281] 



10 




20 

TLC : Rf 0.44 (chloroform : methanol = 5:1); 

NMR (DMSO-dg) : 6 8.88 (d, J = 1.5 Hz. 1H). 8.56 (dd, J = 4.8. 1.5 Hz. 1H). 8.05 (m, 1H). 7.72 (d, J = 8.0 Hz, 2H). 
25 7.54 (d. J = 8.0 Hz, 2H), 7.48 (m. 1 H). 7.19 (dd, J = 8.0. 8.0 Hz. 1 H), 6.86-6.9 9 (m, 3H), 5.1 1 (s. 2H), 3.73 (s. 2H). 

2.99 (s. 2H). 

Example 2(27) 

30 2-(3-(4-(1 .3-dioxafndan-5-yl)phenylmethoxy)phenylmethylthio)acetic acid 
[0282] 




TLC : Rf 0.28 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 5 7.53 (d, J = 8.1 Hz. 2H). 7.47 (d. J = 8.1 Hz. 2H). 7.26 (dd. J = 7.8. 7.8 Hz, 1 H), 6.86-7.07 (m. 6H). 
6.00 (s. 2H). 5.09 (s, 2H). 3.83 (s. 2H), 3.1 0 (s. 2H). 
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Example 2(28) 

2-(3-{4-(pyridin-2-yl)phenylmethoxy)phenylmethylthio)acetrc acid 
5 [0283] 



10 



15 




20 

TLC : Rf 0.50 (chloroform : methanol =10:1); 

NMR (CDCI3 +3 drops of CD3OD) : 5 8.64 (ddd. J = 5.0. 1 .6, 1 A Hz. 1 H). 7.90 (d. J = 8.6 Hz. 2H), 7.67-7.82 (m, 
2H). 7.51 (d, J = 8.6 Hz. 2H). 7.18-7.29 (m. 2H), 6.84-6.94 (m. 3H), 5.13 (s, 2H). 3 .77 (s. 2H). 3.00 (s, 2H). 

25 

Example 2(29) 

2-(5-(blphenyl-4-ylmethoxy)-2-nitrophenylmethylthio)acetic acid 
30 [0284] 



35 



40 




45 

TLC : Rf 0,40 (chloroform : methanol =10:1); 

NMR (CDCI3) : 8 8.16 (d. J = 9.0 Hz, 1H). 7.56-7.65 (m, 4H), 7.32-7.51 (m. 5H). 7.04 (d, J = 2.8 Hz, 1 H), 6.99 (dd. 
so J = 9.0, 2.8 Hz. 1 H). 5.21 (s, 2H). 4.25 (s, 2H). 3.09 (s, 2H). 



55 
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Example 2(30) 

2-(3-(biphenyl-4-ylmethoxy)-4-nitrophenylmethylthio)aceticacid 
5 [0285] 



10 




15 



20 



TLC : Rf 0.25 (chloroform : methanol = io : 1) ; 

NMR (CDCI3) : 6 7.85 (d, J = 8.4 Hz, 1 H), 7.35-7.64 (m. 9H), 7.17 (d, J = 1 .6 Hz. 1 H), 7.00 (dd. J = 8.4. 1.6 Hz. 1 H). 
25 5.29 (S, 2H), 3.84 (s. 2H). 3.03 (s. 2H). 

Example 2(31) 

2-(3-(4-(1,3-dloxaindan-4-yl)phenylmethoxy)phenylmethytthio)acetic acid 



30 



[0286] 



35 



40 




45 



50 



TLC : Rf 0.35 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 5 7.73 (d, J = 8.5 Hz, 2H). 7.50 (d. J = 8.5 Hz, 2H). 7.25 (dd. J = 8.0. 8.0 Hz. 1 H), 6.80-7.08 (m. 6H). 
6.01 (s. 2H). 5.11 (s. 2H). 3.82 (s. 2H). 3.08 (s. 2H). 
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Example 2(32^ 

2-(3-(2-phenylthia20l-4-ylmethoxy)phenylmethylthio)acetic acid 
5 [0287] 



15 



TLC : Rf 0.42 (chloroform : methanol =10:1); 

20 

NMR (CDCI3) : 5 8.80 (brs. 1H), 7.90-7.96 (m, 2H), 7.40-7,45 (m, 3H), 7.32 (s, 1H). .7,25 (dd, J = 7.8, 7.8 Hz, 1H), 
6.89-7.03 (m, 3H), 5.27 (s, 2H), 3.82 (s. 2H), 3.09 (s, 2H). 

Example 2f33^ 

25 

2-{3-(2-(5-methyl-2-(4-methylphenyl)oxazol-4-yl)ethoxy)phenylmethyfthio)aceticacid 
[0288] 



40 TLC : Rf 0.42 (chloroform : methanol =10:1); 

NMR (CDCIa) : 5 7.86 (d, J = 8.0 Hz. 2H). 7.25-7.17 (m. 3H), 7.07 (s. 1H), 6.88 (d, J = 7.8 Hz. 1H). 6.80 (dd. J = 
8.0, 1 .4 Hz. 1 H). 4.29 (t, J = 7.7 Hz. 2H), 3.87 (s, 2H). 3.1 8 (s, 2H). 2.96 (t, J = 7.7 Hz, 2H), 2.39 (s, 3H), 2.37 (s, 3H). 

45 Example 2(34^ 

2-(3-(2-(2-phenylthiazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

[0289] 



50 



55 
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TLC : Rf 0.46 (chloroform : methanol = 10:1); 
■ NMR (CDCI3) : 5 7.90-7.95 (m, 2H), 7.39-7.46 (m, 3H). 7.23 (dd, J = 7.8. 7.8 Hz, 1H). 7.08 (s. 1H). 6.81-6.98 (m, 
3H), 4.38 (t. J = 7.0 Hz, 2H), 3.83 (s. 2H), 3.30 (t, J = 7,0 Hz, 2H). 3.12 (s, 2H ). 

Example 2(35) 

2-(3-(2-(5-methyl-2-(4-trlfluoromethylphenyl)oxazbl-4-yl)ethoxy)phenylmethylthlo)acetic acid 
[0290] 



15 




TLC : Rf 0.27 (chloroform : methanol = 10:1); 

25 NMR (CDCI3) : 5 8.09 (d. J = 9.0 Hz. 2H). 7.70 (d. J = 9.0 Hz. 2H). 7.22 - 6.79 (m. 4H). 4.29 (t. J = 7.5 Hz, 2H), 3.86 

(s, 2H), 3.1 7 (s. 2H), 2.99 (t. J = 7.5 Hz, 2H), 2.42 (s. 3H). 

EX9mplQ 2(36) 

30 2-(3-(2-(2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[0291] 

40 

TLC : Rf 0.34 (chloroform : methanol =10:1); 

45 

NMR (CDCI3) : 5 7.99-8.04 (m, 2H), 7.58 (s, 1H), 7.42-7.47 (m, 3H), 7.23 (dd, J = 7.7, 7.7 Hz, 1H), 6.89-6.95 (m, 
2H), 6.83 (dd, J = 7.7, 2.5 Hz, 1H), 4.30 (t. J = 7.1 Hz, 2H), 3.84 (s, 2H), 3.14 (s, 2H). 3.08 (t, J = 7.1 Hz. 2H). 
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Example 2(37) 

2-(3-{2-(5-methyl-2-(4-fluorophenyl)oxazol-4-yl)ethoxy)phenyImethylthio)acetic acid 
5 [0292] 



10 




15 

TLC : Rf 0.39 (chloroform : methanol =10:1); 

NMR (CDCI3) : 8 7.97 (dd, J = 8.8. 5.2 Hz, 2H), 7.24-7.07 (m, 3H), 6.97 (m. 1 H), 6.89 (d. J = 7.6 Hz, 1 H), 6.79 (dd, 
20 J = 8.0, 1.8 Hz, 1H), 4.25 (t. J = 7.1 Hz, 2H), 3.82 (s, 2H), 3.13 (s, 2H), 2.9 7 (t, J = 7.1 Hz. 2H). 2.37 (s, 3H). 

Example 2(38) 

2-(3-(2-(5-methyl-2-(1,3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenylmethyIthio)acetic acid 

25 

[0293] 



30 




35 



TLC : Rf 0.30 (chloroform : methanol =10:1); 

40 

NMR (CDCI3) : 8 7.53 (d, J = 8.4 Hz, IN), 7.44 (d, J = 2.0 Hz, 1H). 7.21 (t, J = 7.9 Hz, 1H), 7.05 (s, 1H), 6.90-6.78 
(m, 3H), 6.02 (s, 2H), 4.27 (t. J = 7.4 Hz, 2H). 3.87 (s, 2H). 3.18 (s, 2H). 2.95 (t, J = 7.4 Hz, 2H), 2.36 (s. 3H). 

Example 2(39) 

45 

5-(3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)phenyl)pentanoic acid 
[0294] 
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BNSDOCID: <EP 10e7109A1J.> 



129 



EP 1 067 109 A1 



TLC : i=lf 0.63 (chloroform : methanol = 9:1); 

5 NMR (CDCI3) : 6 8.05 -7.95 (m, 2H). 7.50-7.40 (m, 3H). 7.15 (m. 1 H). 6.80-6.70 (m, 3H), 4.00 (t, J = 6 Hz. 2H), 2.75 

(t, J = 7 Hz. 2H), 2.60 (m. 2H). 2.35 (m. 2H). 2.30 (s, 3H), 2.15 (m, 2H), 1.75-1.60 (m, 4H). 

Example 2(40) 

10 2-(3-(2-(5-methyl-2-(4-chlorophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc add 
[0295] 



20 



25 



TLC : Rf 0.29 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 5 7.92 (d. J = 8.8 Hz. 2H). 7.41 (d. J = 8.8 Hz. 2H). 7.21 (t. J = 7.9 Hz, 1 H), 7.02 (m, 1 H). 6 89 (d, J 
= 8.0 Hz. 1H). 6.81 (d, J = 8.0 Hz. 1H). 4.27 (t. J = 7.8 Hz. 2H). 3 86 (s, 2H). 3.16 (s, 2H) , 2.97 (t, J = 7.8 Hz. 2H), 
2 39 (s. 3H). 

30 Example 2(41) 

2-(3-(5-methyl-2-phenyloxazol-4-ylmethoxy)phenylmethylthio)aceticacid 
[0296] 

35 

CH3 




45 



TLC : Rf 0.37 (chloroform : methanol = 9:1); 

50 NMR (CDCI3) : 5 8.05 -7.95 (m, 2H). 7.50-7.40 (m. 3H). 7.25 (dd. J = 7.5. 7.5 Hz. 1H). 7.05 (m. 1H). 6.95-6.85 (m. 

2H). 5.05 (s. 2H). 3.80 (s. 2H). 3.15 (s, 2H). 2.45 (s. 3H). 



55 
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Example 2(42) 

2-(3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)phenylmethylthio)acetic acid 
5 [0297] 



10 




OH 



TLC : Rf 0.42 (chloroform : methanol = 9:1); 

20 

NMR (CDCI3) : 5 8.00 -7.90 (m, 2H), 7.45-7.40 (m, 3H), 7.25 (dd, J = 8, 8 Hz. 1H). 6.95-6.85 (m, 2H), 6.80 (m, 1H), 
4.15 (t, J = 6.5 Hz, 2H), 3.85 (s, 2H), 3.10 (s, 2H). 2.65 (t, J = 75 Hz. 2H). 2.30 (s. 3H), 2.10 (m, 2H). 

Example 2(43) 

25 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)-2-methylpropanoic acid 
[0298] 

30 . 



35 




40 

TLC : Rf 0.51 (chloroform : methanol =10:1); 

NMR (CDCI3) : 6 7.96-8.01 (m, 2H), 7.40-7.45 (m. 3H), 7.22 (dd, J = 8.0, 8.0 Hz, 1H). 6.92-6.98. (m, 2H), 6.78 (m. 
45 1H). 4.22 (t, J = 6.6 Hz, 2H), 2.98 (t, J = 6.6 Hz, 2H). 2.36 (s, 3H), 1 .57 (s, 6H ). 



SO 
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Example 2(44) 

2-(3-(2-(5-methyl-2-(2-methylphenyl)oxa2ol-4-yl)ethoxy)phenylmethy!thio)acetic acid 
5 [0299] 

,CH3 

.OH 



10 



CH^ 

15 

TLC : Rf 0.38 (chloroform : methanol = 10:1); 

NMR (CDCy : 6 7.89 (m, 1 H), 7.33-7.1 7 (m, 4H), 6.99-6.79 (m, 3H), 4.29 (t. J = 7.2 Hz, 2H). 3.83 (s, 2H). 3.12 (s. 
20 2H), 2.99 (t, J = 7.2 Hz, 2H). 2.61 (s. 3H), 2.39 (s, 3H). 

Example 2(45) 

2-(3-{2-(5-methyl-2-(3-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

25 

[0300] 



30 



35 



TLC : Rf 0.39 (chloroform : methanol = 10:1); 

40 

NMR (CDCI3) • 5 7.79 (m, 2H). 7.37-7.1 7 (m, 3H), 7.03 (m. 1H), 6:88 (d, J = 7.4 Hz, 1H). 6.81 (m. 1H), 4.28 (t, J : 
7.2 Hz, 2H), 3.86 (s, 2H), 3.16 (s, 2H). 2.98 (t, J = 7.2 Hz, 2H), 2.40 (s, 3H), 2.39 (s, 3H). 

Example 2(46) 

45 

2-(3-(2-(5-methyl-2-(4-methoxyphenyI)oxa2ol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[0301] 

SO 
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TLC : Rf 0.43 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.92 (d, J = 9.0 Hz, 2H), 7.20 (dd. J = 7.9, 7.9 Hz, 1H), 7,05 (m, 1 H). 6.95 (d, J = 9.0 Hz. 2H), 6.78- 
6.90 (m, 2H), 4.27 (t, J = 7.4 Hz, 2H), 3.86 (s, 2H), 3.85 (s. 3H). 3.17 (s. 2H). 2.96 (t. J = 7.4 Hz, 2H), 2.36 (s, 3H). 

5 

Example 2(47) 

2-(3-(2-(5-methyl-2-(4-nitrophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
TO [0302] 




20 

TLC : Rf 0.48 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 8.29 (d. J = 9.0 Hz. 2H), 8.13 (d, J = 9.0 Hz. 2H). 7.22 (dd. J = 8.0. 8.0 Hz. 1 H). 6.88-6.94 (m. 2H). 
25 6.80 (dd, J = 8.0, 1 .6 Hz, 1 H), 4.27 (t, J = 6.5 Hz, 2H), 3.82 (s, 2H), 3.1 3 (s, 2H), 3.00 (t. J = 6.5 Hz, 2H), 2.43 (s, 3H). 

Example 2(48) 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)-5-chlorophenylmethylthio)acetlc acid 

30 

[0303] 



35 




CI 



45 TLC : Rf 0.26 (chloroform : methanol : water = 100 : 10 : 1) ; 

NMR (CDCy : § 7.95-8.00 (m. 2H), 7.41-7.47 (m, 3H), 6.93 (m. 1H), 6.89 (m, 1H). 6.81 (dd, J = 2.0. 2.0 Hz, 1H), 
4.27 (t, J = 7.2 Hz, 2H), 3.81 (s. 2H), 3.17 (s. 2H). 2.97 (t, J = 7.2 Hz, 2H), 2. 39 (s, 3H). 

50 
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Example 2(49) 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)-2-methylphenylmethylthio)ac^^^ 



5 [0304] 



15 



20 



25 



30 



35 



TLC : Rf 0.29 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 5 8.00-7.95 (m. 2H), 7.45-7.40 (m, 3H), 706 (t, J = 8.0 Hz, 1H). 6.85-6,78 (m, 2H), 4.23 (t, J = 6 
Hz, 2H). 3.84 (s. 2H). 3.13 (s. 2H). 3.01 (t, J = 6.5 Hz, 2H). 2.38 (s, 3H), 2.22 (s, 3H). 

Example 2(50) 

2-(1-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)pheny))ethylthio)aceticacid 
[0305] 




40 



45 



TLC : Rf 0.38 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 8.00-7.94 (m. 2H), 7.46-7.39 (m, 3H), 7.23 (t. J = 7.8 Hz. IN). 7.01 (brs, IN). 6.93 (brd, J = 8. 
Hz, 1 H). 6.83-6.78 (m. 1 H). 4.27 (t. J = 7.2 Hz. 2H), 4.1 8 (q. J = 7.0 Hz. 1 H). 3.06 (d. J = 1 5.6 Hz. 1 H). 3.04 {d. J 
15.6 Hz. 1H). 2.96 (t. J = 7.2 Hz, 2H). 2.38 (s, 3H), 1.58 (d, J = 7.0 Hz. 3H). 



SO 
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Example 2(51) 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)-1-methylethoxy)phenylmethylthio)acetic acid 
5 [0306] 



15 

TLC : Rf 0.37 (chloroform : methanol =10:1); 



NMR {CDCI3) : 5 8.00-7.94 (m, 2H), 7.45-7.38 (m, 3H), 7.18 (t, J = 7.2 Hz, 1H), 7.04 (brs, 1H), 6.89-6.77 (m, 2H). 
4.77 (m, 1H), 3.83 (s, 2H), 3.16 (d, J = 15.0 Hz, 1H), 3.10 (d, J = 15.0 Hz, 1 H), 3.01 (dd, J = 14 .2, 5.4 Hz, 1H). 2.63 
20 (dd. J = 14.2, 7.8 Hz, 1H), 2.35 (s, 3H). 1.34 (d, J = 6.2 Hz, 3H). 

Example 2(52) 

2-(3-(2-(5-trifluoromethyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

25 

[0307] 



35 



TLC : Rf 0,23 (chloroform : methanol = 20 : 1) ; 

40 NMR (CDCI3) : 6 8.10-8.01 (m. 2H), 7.58-7.42 (m, 3H). 7.22 (t, J = 8.0Hz. 1H). 6.96-6.87 (m, 2H), 6.81 (m, 1H). 

4.31 (t, J = 7.0 Hz. 2H), 3.81 (s. 2H). 3.20 (t, J = 7.0 Hz. 2H), 3.10 (s. 2H). 

Example 2(53) 

45 2-(3-(2-'(5-methyl-2-phenyloxazol-4-yl)propoxy)phenylmethyIthio)acetic acid 
[0308] 

so CH3 
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TLC : Rf 0.38 (hexane : ethyl acetate =1:3); 

5 NMR (CDCy : 6 8.00-7.91 (m, 2H), 7.38-7.33 (m, 3H), 7.06 (t, J = 8.0 Hz, 1H). 6.83-6.67 (m. 3H), 4.18-3.94 (m, 

2H), 3.67 (s, 2H), 3.15 (m, 1H), 3,08 (s, 2H). 2.31 (s, 3H), 1.34 (d, J = 7.0 Hz, 3H). 

Example 2f54) 

10 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthlo)propanolc acid • sodium salt 
[0309] 

CHa 



25 

TLC : Rf 0.37 (chloroform : methanol =10:1); 

NMR (CD3OD) : 5 7.98-7.93 (m, 2H). 7.50-7.41 (m. 3H), 7.15 (t, J = 7.8 Hz, 1H), 6.94-6.86 (m. 2H), 6.76 (m, 1H), 
4.24 (t. J = 6.6 Hz, 2H), 3.73 (d, J = 1 3.2 Hz, 1 H), 3.72 (d, 1 3.2 Hz, 1 H) 3.27 (q. J = 7.0 Hz, 1 H), 2.96 (t, J = 6.6 Hz, 
30 2H), 2.37 (s. 3H). 1 .34 (d, J = 7.0 Hz, 3H). 

Example 2(55) 

2-(3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

35 

[0310] 



40 



45 



TLC : Rf 0.33 (water : methanol : chloroform =1 : 10 : 100) ; 

NMR (CDCI3) : 5 7.88 (d, J = 8.5 Hz, 2H), 7.26 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 8.0, 8.0 Hz, 1H), 7.01 (d, J = 2.5 
Hz, 1 H), 6.88 (d, J = 8.0 Hz. 1 H), 6.80 (dd. J = 8.0, 2.5 Hz, 1 H), 4.26 (t, J = 7.0 Hz. 2H), 3.8 4 (s, 2H). 3.1 5 (s, 2H), 
2.97 (t. J = 7.0 Hz, 2H). 2.68 (q, J = 7.5 Hz, 2H). 2.37 (s. 3H), 1.25 (t, J = 7,5 Hz. 3H). 
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Example 2(56) 

2-(3-(2-(5-methyl-2-(2,2-difluoro-1. 3-dioxaindan-5-y!)oxazol-4-yl)ethoxy)phenylmethylthi acid 
5 [03111 



TO 



15 




TLC : Rf 0.31 (water : methanol : chloroform = 1 : 1 0 : 1 00) ; 

20 

NMR (CDCI3) : 5.7.75 (dd, J = 8.5. 2.0 Hz, 1 H). 7.69 (d, J = 2.0 Hz, 1 H), 7.21 (dd, J = 8.0, 8.0 Hz, 1 H), 7.11 (d, J = 
8.5 Hz. 1H), 6.96 (d, J = 2.5 Hz, 1H). 6.89 (d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.5 Hz, 1 H), 4.25 (t, J = 7.0 Hz, 
2H). 3,83 (s, 2H), 3.14 (s, 2H), 2.97 (t, J = 7.0 Hz. 2H), 2.38 (s. 3H). 

25 Example 2(57^ 

2-(3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid 
[0312] 



30 



35 




OH 



40 



45 



TLC : Rf 0.50 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : 8 7.88 (d. J = 8.5 Hz, 2H), 7.24 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 8.0, 8.0 Hz, 1 H), 7.02 (d, J = 2.5 
Hz, 1H), 6.88 (d, J = 8,0 Hz, 1H). 6.80 (dd, J = 8.0, 2.5 Hz, 1H). 4.27 (t. J = 7.5 Hz,2H),3.8 5 (s, 2H), 3.16 (s, 2H), 
2.97 (t, J = 7.5 Hz, 2H), 2.62 (t, J = 7.5 Hz, 2H), 2.37 (s. 3H), 1.65 (m. 2H), 0.94 (t, J = 7.5 Hz, 3H). 



50 
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Example 2(58) 

2-(3-(2-(5-methyl-2-(4-isopropylphenyl)oxazol-4-yl)ethoxy)phenylmethyIthio)acetic acid 
5 [0313] 



10 




20 



TLC : Rf 0.53 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCIa) : 5 7.89 (d, J = 8.0 Hz. 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.21 (dd, J = 8.0, 8.0 Hz. 1H), 7.06 (d, J = 2.5 
Hz. 1 H). 6.88 (d, J = 8.0 Hz. 1 H), 6.81 (dd, J = 8.0. 2.5 Hz, 1H). 4.28 (t, J = 7.5 Hz. 2H), 3.8 7 (s. 2H), 3.17 (s. 2H), 
2.97 (t. J = 7.5 Hz, 2H). 2.94 (m, 1 H), 2.38 (s, 3H), 1 .26 (d, J = 7.0 Hz. 6H). 



Example Z159) 

25 2-(3-(2-(5-methyl-2-phenylthiazo!-4-yl)ethoxy)phenylmethylthio)acetic acid 
[0314] 



30 



35 



40 



45 



TLC : Rf 0.32 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 5 7.88-7.82 (m, 2H), 7.45-7.34 (m, 3H), 7.21 (t, J = 7.8 Hz, 1H), 6.98 (m. 1H). 6.92-6.77 (m, 2H). 
4.33 (t, J= 7.2 Hz, 2H), 3.83 (s, 2H), 3.20 (t, J = 7.2 Hz, 2H), 3.12 (s, 2H). 2.47 (s, 3H). 

Example 2(60) 

2-(3-(2-(5-methyl-2-(4-butylphenyl)oxazol-4-.yl)ethoxy)phenylmethylthio)acetic acid 
[0315] 



SO 



55 




OH 
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TLC : Rf 0.43 (chloroform : methanol = 9:1); 

NMR (CDCy : 5 7.85 (d, J = 7 Hz, 2H), 7.30-7.05 (m, 3H), 7.05 (brs, 1 H), 6.90-6.75 (m, 2H), 4.30 (t. J = 8 Hz, 2H), 
3.85 (s. 2H). 3.20 (s, 2H). 2.95 (t, J = 8 Hz, 2H). 2.60 (t, J = 8 Hz. 2H), 2.40 (s. 3H). 1 .60 (m, 2H). 1.35 (m, 2H). 0.95 
5 (t. J = 7 Hz. 3H). 

Example 2(61) 

2-(3-{2-(5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid 

10 

[0316] 

20 

TLC ! Rf 0.63 (chloroform : methanol = 5:1); 

NMR (CDCI3) : 6 7.96-8,01 (m, 2H). 7.40-7.47 (m, 3H), 7.21 (dd, J = 7.8. 7.8 Hz. 1H), 7.04 (m. 1H). 6.88 (d. J = 7.8 
25 Hz. 1H). 6.81 (dd. J = 7.8, 2.4 Hz. 1H). 4.28 (t. J = 7.5 Hz. 2H). 3.86 (s. 2H) . 3.17 (s. 2H), 2.98 (t. J = 7.5 Hz. 2H). 
2.75 (q. J = 7.4 Hz. 2H), 1 .31 (t. J = 7.4 Hz. 3H). 

Example 2(62) 

30 2-(3-(2-(5-methyl-2-(2.3,5,6-tetrafluoro-4-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[03171 

35 

H3C 

40 

F F 




45 



TLC : Rf 0.33 (chloroform : methanol = 15:1); 

NMR (CDCI3) : 8 7.21 (t, J = 7.8 Hz. 1 H), 6.97-6.75 (m. 3H). 4.26 (t. J = 7.0 Hz, 2H). 3.82 (s, 2H). 3.12 (s. 2H). 3.02 
50 (t. J = 7.0 Hz. 2H), 2.42 (s, 3H), 2.33 (m. 3H). 



55 



BNSDOCID: <EP 1067109A1_L> 



139 



EP1 Q67 109 A1 



Example 2^63) 



2-(3-(2-(5-methyl-2-(4-pentylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 



5 



[0318] 



10 




OH 



15 



TLC : Rf 0.50 (chloroform : methanol = 9:1); 



NMR (CDCI3) : 57.90 (d, J = 8 Hz, 2H), 7.30-7.15 (m, 3H), 7.05 (br., 1H). 6.90-6.75 (m. 2H). 4,30 (t, J = 8 Hz 2H) 
3.90 (s, 2H), 3.20 (s, 2H). 3.00 (t, J = 8 Hz. 2H). 2.65 (t. J = 8 Hz. 2H). 2.40 (s, 3H). 1 .60 (m, 2H), 1 .45-1 .20 (m! 4H)! 
0.90 (t. J = 7 Hz, 3H). . V • -f' 

Example 2(64) 

2-(3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
[0319] 



TLC : Rf 0.63 (chloroform : methanol = 5:1); 

NM R (CDCI3) :5 7.95 (d. J = 1 .8 Hz. 1 H). 7.76 (dd, J = 8.0. 1 .8 Hz, 1 H). 7.29 (d. J = 8.0 Hz. 1 H), 7.21 (dd. J = 7.8. 
7.8 Hz, 1H). 6.99 (m, 1H), 6.89 (m, 1H), 6.80 (m. 1H), 4.26 (t. J = 7.1 Hz, 2 H). 3,84 (s. 2H), 3.15 (s. 2H), 2.97 (t, J 
= 7.1 Hz. 2H). 2.40 (s. 3H). 2.38 (s, 3H). 



30 




OH 



35 



45 



so 
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Example 2(65) 

2-(3-(2-(5-methyl-2-cyclohexyioxa2d-4-yl)ethoxy)phenyImethylth!o)aceticacid 

:5 [0320] 



10 




15 

TLC : Rf 0.38 (chloroform : methanol = 9:1); 

20 NMR (CDCI3) ! 8 7.20 (dd, J = 7.5, 7.5 Hz, 1 H), 7.05 (br. 1 H), 6.90-6.75 (m, 2H), 4.20 (t, J = 8 Hz, 2H), 3.90 (s, 2H), 

3.20 (s. 2H), 2.85 (t, J = 8 Hz, 2H), 2.25 (s. 3H). 2.10-1.20 (m. 10H). 

2-(3-(2-(5-methyl-2-cyclohexyloxa2o!-4-yl)ethoxy)phenylmethyIthlo)acetlc acid • sodium salt 

25 [0321] 



30 




35 

TLC : Rf 0.22 (chloroform : methanol =10:1); 

40 NMR (CDCI3) : 8 6.96 (m, 1H). 6.76-6.66 (m. 2H), 6.58 (m, 1H), 4.00 (m, 2H), 3.48 (s, 2H), 3.07 (s, 2H), 2.74 (m, 

2H), 2.62 (m, 1H), 2.15 (s, 3H), 2.01-1.89 (m, 2H), 1.80-1.15 (m, 8H). 

Example 2f66) 

45 2-(3-(2-(5-methyl-2-(4-(2-methylpropyl)phenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
[0322] 



50 
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TLC : Rf 0.44 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 6 7.90 (d, J = 7 Hz, 2H). 7.30-7.15 (m, 3H), 7.05 (m, 1H). 6.95-6.75 (m. 2H), 4.25 (t, J = 7.5 Hz, 2H), 
3.85 (s, 2H), 3.20 (s, 2H). 3.00 (t. J = 7.5 Hz. 2H), 2.50 (d. J = 8 Hz, 2H), 2.40 (s, 3H), 1 .90 (m, 1 H), 0.90 (d. J = 8 
5 Hz, 6H). 

Example 2(67) 

2-(3-(2-(5-methyl-2-(4-t-butylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid 
[0323] 



10 



15 



20 



TLC : Rf 0.50 (chloroform : methanol = 9:1); 

25 NMR (CDCI3) : 6 7,90 (d. J = 9 Hz. 2H). 7.45 (d. J = 9 Hz. 2H). 7.20 (dd, J = 8, 8 Hz. 1 H). 7.05 (br.. 1H). 6.90-6.80 

(m. 2H), 4.30 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H). 3.20 (s. 2H), 3.00 (t. J = 7.5 Hz, 2H). 2,40 (s, 3H). 1.35 (s. 9H). 

Example 2(68^ 

30 2-(3-(2-(5-methyl-2.(4-cyclohexylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)aceticadd 
[0324] 



35 



40 



45 



TLC : Rf 0,65 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 7.89 (d, J = 8,5 Hz, 2H). 7.27 (d, J = 8.5 Hz, 2H), 7.20 (dd, J = 8.0. 8.0 Hz. 1 H), 7.03 (m, 1 H), 6.88 
(d, J = 8.0 Hz, 1H), 6.80 (dd, J = 8.0, 2.2 Hz, 1H). 4.27 (t, J = 7.5 Hz, 2H) , 3.85 (s, 2H). 3.16 (s. 2H), 2.97 (t, J = 
7.5 Hz. 2H), 2.53 (m, 1H). 2.37 (s, 3H), 1.70-1.90 (m, 4H). 1.20-1.52 (m, 6H). 



50 
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Example 2(69) 

2-{3-(5H7iethyl-2-(1,3-d(oxaindan-5-yl)oxa2ol-4-ylmethoxy)phenylmethylthio)ac^^^ add 
5 [0325] 



10 




TLC : Rf 0.40 (chloroform : methanol =10:1); 

20 NMR (CDCI3) : S 7.54 (dd, J = 8.0, 1 .8 Hz, 1 H), 7.46 (d» J = 1 .8 Hz. 1 H), 7.21 (d, J = 8.0 Hz. 1 H). 7.07-7.02 (m, 1 H). 

6.96-6.82 (m. 3H), 6.02 (s, 2H). 5.00 (s, 2H), 3.78 (s. 2H), 3.1 1 (s. 2H), 2.42 (s, 3H), 

EyqmplQ 2(70) 

25 2-(3-(5-methyl-2-(4-isopropylphenyl)oxazol-4-ylmethoxy)phenylmethylthio)acetic acid 
[0326] 



30 



35 




40 

TLC : Rf 0.48 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.92 (d, J = 8.5 Hz, 2H), 7.34-7.17 (m. 3H), 7.08-7.03 (m, 1H). 6.96-6.84 (m, 2H). 5.02 (s. 2H), 
3.78 (s, 2H). 3.11 (s. 2H). 2.94 (sep., J = 7.0 Hz. 1H). 2.44 (s, 3H), 1,26 (d, J = 7.0 Hz. 6 H). 

45 



50 
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Example 2(7^) 

2-(3-(2-(4-methyl-2-phenyloxazol-5-yt)ethoxy)phenylmethylthio)aceticacid 
5 [0327] 



10 




15 

TLC : Rf 0.38 (chloroform : methanol =10:1); 

NMR (CDCI3) : 6 8.00-7.95 (m, 2H), 7.49-7.37 (m, 3H). 7.22 (t. J = 8.0 Hz, 1H), 6.95-6.76 (m, 3H). 4.23 (t,J = 7.0 
20 Hz. 2H), 3.81 (s. 2H), 3.16 (t. J = 7.0 Hz. 2H), 3.10 (s. 2H), 2.22 (s, 3H). 

Example g( 72 ) 

2-(3-(2-{5-methy!-2-(3,4-dimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

25 

[0328] 



30 




35 

TLC : Rf 0.62 (chloroform : methanol = 5:1); 

40 NMR (CDCI3) : 5 7.57 (dd, J = 8.5, 2.0 Hz, 1H). 7.51 (d, J = 2.0 Hz. 1H). 7.21 (dd, J = 8.0, 8.0 Hz. 1 H). 704 (m, 

1H), 6.91 (d. J = 8.5 Hz. 1H), 6.78-6.90 (m, 2H). 4.28 (t. J = 7.5 Hz. 2H), 3.95 (s, 3H). 3.93 (s. 3H). 3.86 (s, 2H), 
3.1 6 (s. 2H), 2.96 (t. J = 7.5 Hz. 2H), 2.38 (s. 3H). 

Example 2(73) 

45 

2-(3-{2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[0329] 



55 




BNSDOCID: <EP 10e7109AlJ_> 



144 



EP 1 067 109 A1 

TLC : Rf 0.39 (chloroform : methanol = 9:1); 

NMR (CDCy : 5 8.00 (d, J = 8 Hz, 2H), 7.30 (d. J = 8 Hz, 2H), 7.20 (dd, J = 7.5. 7.5 Hz, 1H), 7.00 (br. 1H) 6.90 (d. 
J = 7.5 Hz. 1H), 6.80 (dd. J = 7.5, 7.5 Hz, 1 H). 4.25 (t, J = 7 Hz, 2H), 3.85 (s. 2H), 3.15 (s, 2H), 3.00 (t. J = 7 Hz, 
5 2H), 2,40 (s, 3H). 

Example 2(74) 

2-(3-(2-(5-methyl-2-(3,4,5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 

10 

[0330] 



15 



20 




25 

TLC : Rf 0.39 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 8 7.25-7.15 (m. 3H), 7.05 (m. 1H), 6.90-6.75 (m, 2H). 4.25 (t. J = 7.5 Hz, 2H), 3.95 (s, 6H), 3.90 (s, 
3H), 3.85 (s, 2H), 3.15 (s, 2H), 2.95 (t, J = 7.5 Hz. 2H). 2.40 (s, 3H). 

30 

Example 2(75) 

2-(3-(2-(5-methyl-2-(4-methylpiperazln-1-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid 
35 [0331] 



45 

TLC : Rf 0.26 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : 6 7.14 (dd, J = 7.5, 7.5 Hz, 1 H). 6.88 (d. J = 7.5 Hz. 1H), 6.73 (dd. J = 7.5. 2.0 Hz. 1H). 6.70 (d. J.= 
50 2.0 Hz, 1 H). 4.27 (t. J = 6.5 Hz. 2H). 3.78 (s. 2H), 3.55 (t. J = 5.0 Hz. 4H). 3.14 (s. 2H). 2.90 (t, J = 6.5 Hz. 2H). 2,85 

(t. J = 5.0 Hz. 4H). 2.51 (s. 3H). 2.19 (s. 3H). 
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Example 2(76) 

2-(3-(2-(5-methyl-2-(4-methylthiophenyl)oxa2ol-4-yl)ethoxy)phenylmethylthlo)aceticac^^ 
5 [0332] 




TLC : Rf 0.33 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : 5 7.88 (d, J = 8.5 Hz, 2H), 7.27 (d. J = 8.5 Hz, 2H), 7.20 (dd, J = 8.0. 8.0 Hz, 1 H). 7.03 (dd, J = 2.5, 
20 2.0 Hz, 1 H), 6.88 (ddd, J = 8.0, 2.0, 1 .0 Hz, 1 H). 6.80 (ddd, J = 8.0, 2.5, 1 .0 Hz. 1 H), 4.27 (t, J = 7.5 Hz, 2H), 3.85 

(s, 2H), 3.16 (s. 2H). 2.96 (t. J = 7.5 Hz. 2H). 2.51 (s. 3H), 2.37 (s. 3H). 

Example 2(77) 

25 2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlcacld 
[0333] 



30 




TLC : Rf 0.55 (chloroform : methanol = 5:1); 

40 

NMR (CDCI3) : 6 8.77 (ddd, J = 4.9, 1.8. 0.8 Hz. 1H), 8.04 (ddd. J = 8.0, 1.2, 0.8 Hz, 1H). 7.84 (ddd, J = 8.0. 7.6. 
1.8 Hz, 1H), 7.38 (ddd. J = 7.6, 4.9. 1.2 Hz. 1H). 7.23 (dd. J = 7,8. 7.8 Hz. 1 H), 7.10 (m. 1H). 6.92 (m. 1H), 6.81 
(m. 1 H), 4.34 (t. J = 7.0 Hz. 2H), 3.85 (s. 2H). 3.13 (s. 2H). 2.99 (t. J = 7.0 Hz, 2H), 2.42 (s. 3H). 

45 Example 2(78) 

2-(3-(2-(5-methyl-2-(thiophen-2-yI)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
[0334] 
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TLC : Rf 0.52 (chloroform : methanol = 5:1); 

5 NMR (CDCI3) : 5 7.64 (dd, J = 3.6, 1 .2 Hz, 1 H), 7.39 (dd, J = 5.0, 1 .2 Hz. 1 H). 7.20 (dd. J = 7.8, 7.8 Hz, 1 H), 7.09 

(dd, J = 5.0, 3.6 Hz, 1H), 7.00 (m, 1H). 6,88 (m, 1H), 6.80 (m, 1H). 4.25 (t, J = 7.4 Hz, 2H). 3.85 (s. 2H). 3.16 (s. 
2H), 2.95 (t, J = 7.4 Hz, 2H), 2.36 (s. 3H). 

Example 2f79^ 
to ' 

2-(3H2-(5-methyl-2-(3-n'rtro-4-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthlo)acetlc acid 
[0335] 

15 



20 




TLC : Rf 0.40 (ethyl acetate) ; 

NMR (CDCI3) : 6 8.52 (s, 1H), 8.07 (d, J = 8.0 Hz, 1H), 7.39 (d, J = 8.0 Hz, 1 H), 7.18 (m, 1H), 6.70-7.00 (m, 3H). 
4.23 (t. J = 6.6 Hz, 2H), 3.78 (s, 2H), 3.1 1 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.61 (s, 3H). 2. 39 (s, 3H). 

30 

Example 2(80) 

2-(3-(2-(5-methyl-2~(4-dimethylamlnophenyl)oxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid 
35 [0336] 



40 




45 

TLC : Rf 0.47 (water : methanol : chloroform = 1 : 10 : 100) ; 

50 NMR (CDCI3) : 6 7.84 (d. J = 9.0 Hz, 2H), 7.20 (dd, J = 8.0. 8.0 Hz. IN). 7.1 1 (dd. J = 2.0. 1.0 Hz, 1H), 6.87 (dd. J 
= 8.0. 1 .0 Hz. 1 H). 6.80 (dd. J = 8.0. 2.0 Hz. 1 H). 6.71 (d. J = 9.0 Hz. 2H), 4.29 (t. J = 8.0 Hz. 2H). 3.88 (s. 2H). 3.1 9 
(s. 2H), 3.02 (s. 6H). 2.94 (t, J = 8.0 Hz. 2H). 2.35 (s. 3H). 
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Example 2(81) 

2-{3-(2-(5-methyl-2-cyctopentyloxazol-4-yl)ethoxy)phenylmethylthio)aceticacicl 
5 [0337] 

15 

TLC : Rf 0.44 (chloroform : methanol = 9:1); 

NMR (CDCy : 8 7.20 (dd, J = 7.5, 7.5 Hz, 1H), 7.10 (br., 1H), 6.85 (d, J = 7.5 Hz, 1H), 6.80 (dd, J = 7.5. 1.5 Hz, 
20 1 H). 4.20 (t, J = 7.5 Hz, 2H), 3.85 (s, 2H), 3.20 (s, 2H), 3.1 5 (m, 1H). 2.85 (t, J = 7.6 Hz. 2H), 2.25 (s. 3H), 2.20- 

1 .60 (m, 8H). 

Bis(2-(3-(2-(5-methyl-2-cyclopentyloxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid) • ethyienediamine salt 
25 [0338] 



30 




2 



35 

40 TLC : Rf 0.29 (chloroform : methanol =10:1); 

NMR (DMSO-de) : 5 7.1 8 (t, J = 8.0 Hz. 1 H), 6.88-6,72 (m, 3H). 4.09 (t, J = 6.8 Hz, 2H), 3.69 (s, 2H), 3.19-3.00 (m, 
1H), 2.96 (s. 2H). 2.84 (s. 2H), 2.78 (t, J = 6.8 Hz. 2H). 2.21 (s, 3H). 2.06-1.48 (m. 8H). 

45 Example 2(82) 

2-{3-(2-(5-methyl-2-(4-methylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid 
[0339] 

50 



55 




BNSDOCI D: <EP 1 067 1 p9A l_r_> 



148 



EP 1 067 109 A1 

TLC : Rf 0.46 (chloroform : methanol = 10:1); 

5 NMR (CDCI3) : 5 7.85 (d, J = 8.4 Hz, 2H), 7.27-7.14 {m, 3H), 6.89-6.75 (m, 3H). 4.20 .(t, J = 6.6 Hz, 2H), 3.59 (s, 

2H), 2.96 (t. J = 6.6 Hz. 2H). 2.38 (s. 3H). 2,35 (s. 3H). 

Example 2(831 

10 2-(3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0340] 




20 

25 TLC : Rf 0.54 (chloroform : methanol = 10:1); 

NMR (CDCI3) : 6 7.88 (d, J = 8.2 Hz, 2H). 7.29-7.15 (m, 3H). 6.89-6.75 (m, 3H), 4,20 (t, J = 6.6 Hz. 2H), 3.60 (s. 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.68 (q. J = 7.6 Hz, 2H). 2.35 (s. 3H). 1 .25 (t. J = 7.6 Hz, 3H). 

30 Example 2(84) 

2-(3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

[0341] 

35 




45 



TLC : Rf 0.57 (chloroform : methanol = 10:1); 

so NMR (CDCI3) : 5 7.87 (d. J = 8.2 Hz, 2H), 7.28-7.15 (m, 3H). 6.88-6.76 (m. 3H). 4.20 (t. J = 6.6 Hz. 2H), 3.59 (s, 
2H). 2,96 (t. J = 6.6 Hz, 2H). 2.61 (t, J = 7,5 Hz. 2H), 2.35 (s. 3H), 1 .65 (sixtet, J = 7.5 Hz, 2H). 0.94 (t. J = 7.5 Hz. 

3H). 
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Example 2(85) 

2-{3-(2-(5-methyl-2-(4-isopropylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid 
5 [0342] 



10 




15 

TLC : Rf 0.62 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.88 (d, J = 8.2 Hz, 2H), 7.32-7.15 (m. 3H), 6.88-6.76 (m, 3H), 4.19 (t. J = 6.6 Hz, 2H), 3.59 (s. 
20 2H). 2.96 (t. J = 6.6 Hz, 2H), 2.93 (sept, J = 7.2 Hz. 1 H), 1 .25 (d, J = 7.2 Hz, 6H). 

Example 2(86) 

2-(3-(2-(5-methyl-2-(4-(2-methylpropyl)phenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

25 

[0343] 



30 




35 

TLC : Rf 0.50 (chloroform : methanol =10:1); 

40 

NMR (CDCI3) : 6 7.87 (d. J = 8.2 Hz, 2H), 7.26-7.15 (m, 3H), 6.89-6.76 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 
2H), 2.96 (t, J = 6.6 Hz, 2H), 2.50 (d, J = 7.0 Hz, 2H). 2.35 (s, 3H), 1 .88 (m, 1 H ), 0.90 (d, J = 6.6 Hz, 6H). 

Example 2(87) 

45 

2-(3-(2-(5-methyl-2-{4-t-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0344] 

50 



55 
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TLC : Rf 0.44 (chloroform : methanol =10:1); 

NMR (CDCy : 8 7.89 (d, J = 8.2 Hz, 2H), 7.43 (d, J = 8.2 Hz, 2H), 7.20 (t, J = 8.0 Hz. 1 H), 6.89-6.76 (m. 3H), 4.20 
(t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.96 (t. J = 6.6 Hz, 2H). 2.35 (s, 3H), 1 .33 (s, 9H). 

5 

Example 2(88) 

2-{3-(2-(5-methyl-2-cyciopropyloxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid 
10 [0345] 



15 




20 

TLC : Rf 0.39 (water : methanol : chloroform = 1 : 10 : 100) ; 

NMR (CDCI3) : 5 7. 1 8 (dd. J = 8.0. 8.0 Hz, 1 H). 7.00 (d. J = 2.5 Hz, 1 H). 6.86 (d, J = 8.0 Hz, 1 H). 6.77 (dd, J = 8.0. 
25 2.5 Hz, 1 H). 4.19 (t, J = 75 Hz. 2H), 3.83 (s, 2H), 3.15 (s, 2H). 2.84 (t, J = 7.5 Hz, 2H). 2.22 (s, 3H), 2.06 (m. 1 H). 

1.1 0-0.95 (m,4H). 

Example 2(89) 

30 2-(3-(2-(5-methy!-2-(4-(1 ,2,3-thladiazol-4-yl)phenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid 
[0346] 



35 




40 



TLC : Rf 0.30 (chloroform : methanol =10:1); 

45 

NMR (CD3OD) : 5 9.35 (d. J = 0.8 Hz, 1H), 8.24 (d, J = 8.2 Hz, 2H), 8. 11 (d. J = 8.2 Hz, 2H). 7.20 (t, J = 7.6 Hz, 
1H), 6.95-6.78 (m, 3H), 4.27 (t, J = 6.2 Hz, 2H), 3.78 (s. 2H), 3.06 (s, 2H), 3.00 (t, J = 6.2 Hz , 2H). 2.41 (s. 3H). 



50 
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Example 2(90) 

2-(3-(2-(5-methyl-2-(4-(4-methyl-1,2,3-thiadia2ol-5-yI)phenyl)oxa2ol-4-yl)ethoxy acid 
5 [0347] 



10 




CHa 

15 

TLC : Rf 0.34 (chloroform : methanol = 10:1); 

20 NMR (CDCI3) : 6 7.22 (t, J = 8.0 Hz, 1 H), 6.95-6.74 (m. 3H), 4.24 (t. J = 6.2 Hz. 2H), 3.81 (s, 2H), 3.1 1 (s, 2H), 3 02 

(s. 3H), 2.99 (t. J = 6.2 Hz, 2H), 2.42 (s, 3H). 

Example 2(91) 

25 2-(3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0348] 



30 




35 



TLC : Rf 0.67 (chloroform : methanol =10:1); 

40 

NMR (CDCI3) : 6 7.90 (d. J = 9.0 Hz. 2H), 7.20 (t, J = 8.0 Hz, 1H). 6.93 (d. J = 9.0 Hz, 2H). 6.89-6.76 (m. 3H). 4.19 
(t. J = 6.6 Hz. 2H), 3.84 (s. 3H), 3.59 (s, 2H), 2.95 (t. J = 6.6 Hz, 2H), 2.34 ( s, 3H). 



45 



50 
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Example 2(921 

2-(3-(2-(5-methyl-2-(3,4-dimethoxyphenyl)oxa2ol-4-yl)ethoxy)phenyI)aceticacld 
5 [0349] 



10 




TLC : Rf 0.54 (chloroform methanol =10:1); 

20 

NMR (CDCI3 + CD3OD) : 5 7.56 (dd, J = 8.2» 2.0 Hz, 1 H), 7.51 (d. J = 2.0 Hz, 1 H). 7.22 (t, J = 8.0 Hz, 1 H), 6.93 (d. 
J = 8.2 Hz, 1 H). 6.90-6.77 (m. 3H), 4.22 (t, J = 6.6 Hz, 2H), 3.97 (s, 3H), 3.93 (s, 3H), 3.57 (s, 2H), 2.96 (t, J = 6.6 
Hz, 2H). 2.38 (s, 3H). 

25 Example 2(93) 

2-(3-(2-{5-methyl'2-(1 ,3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

[0350] 



35 




TLC : Rf 0.53 (chloroform : methanol =10:1); 

NMR (CDCI3) : 5 7.51 (dd, J = 8.2, 1 .8 Hz, 1 H). 7.43 (d, J = 1 .8 Hz, 1H), 7.21 (t, J = 7.6 Hz. 1H). 6.89-6.76 (m. 4H), 
6.00 { s. 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.60 (s, 2H), 2.94 (t. J = 6.6 Hz, 2H). 2.34 (s. 3H). 



50 
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Example 2(94) 

2-{3-(2-(5-methyl-2-(3,4.5-trimethoxyphenyl)oxa20l-4-yl)ethoxy)phenyl)acetic acid 
5 [0351] 



10 



15 




20 

TLC : Rf 0.47 (chloroform : methanol = 10 ! 1) ; 

NMR (CDCI3) : 6 7,21 (t, J = 8.0 Hz, 1 H). 7.20 (s. 2H), 6,89-6.76 (m. 3H). 4.21 (t. J = 6.6 H2;2H), 3.91 (s, 6H), 3.88 
(s. 3H), 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H). 2,38 (s. 3H). 

25 

Example 2(95^ 

2-(3-(2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
30 [0352] 



35 




^0 

TLC : Rf 0.57 (chloroform : methanol = 10:1); 

45 NMR (CDCI3) : 5 8.00 (d, J = 8.8 Hz, 2H). 7.30-7.16 (m, 3H), 6.89-6.76 (m, 3H), 4.21 (t, J = 6.6 Hz, 2H). 3.60 (s. 

2H), 2.96 (t. J = 6.6 Hz. 2H), 2.37 (s, 3H). 

50 
55 
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Example 2(96) 

2-(3-(2-(5-methyl-2-(2,2-difluoro-1,3-dioxaindan-5-yl)oxazoM-yl)ethoxy)phenyl)aceti acid 
5 [0353] 




F 



TLC : Rf 0.53 (chforoform : methanol = 10:1); 

20 

NMR (CDCI3) : 8 7.74 (dd, J = 8.4, 1 .5 Hz, 1 H), 7.68 (d, J = 1 .5 Hz, 1 H), 7.22 (dd, J = 9.4, 7.4 Hz, 1 H). 7.09 (d. J = 
8.4 Hz, 1H), 6.89-6.76 (m, 3H), 4.21 (t. J = 6.6 Hz^ 2H), 3.60 (s, 2H), 2,95 (t, J = 6.6 Hz, 2H), 2.36 (s. 3H). 

Example 2(97) 

25 

2-(3-(2-(5-methyl-2-(4-tr!fluoromethyfthiophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)ace^ add 
[0354] 

30 



35 




40 TLC : Rf 0,47 (chloroform : methanol = 10:1); 

NMR (DMSO-de) : 6 8.02 (d, J = 8.1 Hz, 2H), 7.81 (d, J = 8.1 Hz, 2H), 7.20 (t, J = 7.8 Hz, 1H), 6.86-6.80 (m, 3H), 
4.20 (t, J = 6.6 Hz, 2H). 3.74 (s, 2H), 3.09 (s, 2H), 2.94 (t, J = 6.6 Hz. 2H), 2.37 (s. 3H). 

45 Example 2(98) 

2-(3-(2-(5-methyl-2-(4-cyanophenyl)oxazol-4-y!)ethoxy)phenylmethylthio)acetic acid 
[0355] 

SO, 



55 
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TLC : Rf 0.24 (hexane : ethyl acetate =1:1); 

5 NMR (CDCI3) : 5 8.08 (d. J = 8.0 Hz. 2H), 7.72 (d, J = 8.0 Hz. 2H), 7.22 (m, 1 H), 6.76-6.98 (m, 3H). 4.26 (t, J = 6.6 

Hz, 2H), 3.83 (s, 2H), 3.13 (s. 2H), 2.99 (t, J = 6.6 Hz, 2H), 2.42 (s, 3H). 

Example 2(99) 

10 2;(3-(2-(5-methyl-2-(furan-2-yl)oxazol-4-yl)ethoxy)phenylmethyIthio)acetlcacld 
[0356] 




20 

25 TLC : Rf 0.24 (hexane : ethyl acetate =1:1); 

NMR (CDCI3) : 5 752 (m. 1H), 720 (m, IN). 6.74-7.03 (m. 4H), 6.51 (dd. J = 3.4. 1.6 Hz, 1H). 4.25 (t, J = 6.8 Hz, 
2H). 3.82 (s, 2H). 3.1 3 (s. 2H). 2.97 (t, J = 6.8 Hz, 2H). 2.37 (s, 3H). 

30 Example 2(100^ 

2-(3-(5-methyl-2-phenyloxazol-4-yl)methoxy)phenyl)acetic acid 
[0357] 

35 



40 




TLC : Rf 0.31 (chloroform : methanol = 8:1); 

50 

NMR (CDCI3) : 6 8.00 (m. 2H), 7.42 (m. 3H). 7,24 (m, 1 H), 6.85-6.98 (m, 3H), 4.98 (s, 2H). 3.61 (s. 2H), 2.42 (s, 3H). 
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Example 2(101) 

2-(3-(2-(5-methyl-2-phenylthiazol-4-yI)ethoxy)phenyl)acetic acid 
5 [0358] 



10 




15 

TLC : Rf 0.43 (chloroform : methanol = 9:1); 

NMR 0 : 5 7.89-7.81 (m. 2H), 7.46-7.34 (m, 3H), 7.26-7.16 (m, 1 H). 6.87-6.78 (m. 3H), 4.30 (t. J = 6,8 Hz, 2H). 3.59 
(s. 2H). 3.1 8 (t, J = 6.8 Hz, 2H). 2.45 (s. 3H). 

20 

Example 2n02) 

2-(3-(3-(5-methyi-2-phenyloxazol-4-yl)propoxy)phenyl)acetic acid 
25 [0359] 



30 




40 TLC : Rf 0.50 (chloroform : methanol = 8:1); 

NMR (CDCI3) : 8 7.97 (m, 2H), 7.41 (m, 3H), 7.22 (m, 1H), 6.74-6.92 (m, 3H), 3.94 (t, J = 6.0 Hz, 2H), 3.61 (s. 2H), 
2.68 (t, J = 7.0 Hz, 2H), 2.27 (s, 3H), 2. 11 (m, 2H). 

Example 2(103) 

2-(3-(2-(2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid 
[0360] 

50 



55 
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TLC : Rf 0.39 (chloroform : methanol = 8:1); 

NMR (CDCI3) : 5 8.01 (m, 2H), 7.55 (s. 1 H), 7.43 (m, 3H), 7.23 (m, 1 H), 6.85 (m, 3H), 4.25 (t, J = 6.4 Hz. 2H), 3.60 
5 (s, 2H), 3.07 (t. J = 6.4 Hz, 2H). 

Example 2(104) 

2-(3-(2-(5-methyl-2-(4-cyclohexylphenyl)oxaz6l-4-yl)ethoxy)phenyl)acetlc acid 

10 

[0361] 




20 

25 TLC : Rf 0.62 (chloroform : methanol = 5:1); 

NMR (CDCI3) : 5 7.88 (d. J = 8.2 Hz, 2H). 7.25 (d, J = 8.2 Hz, 2H). 7.21 (m, 1 H). 6.78-6.87 (m, 3H). 4.20 (t, J = 6.6 
Hz, 2H), 3.60 (s, 2H), 2.96 (t, J = 6.6 Hz, 2H), 2.52 (m. 1H), 2.35 (s, 3H), 1 .70-1.95 (m, 4H), 1,20-1.53 (m. 6H). 

30 Example 2(105) 

2-(3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid 
[0362] 

35 



H 




CI 



45 

TLC : Rf 0.67 (chloroform : methanol= 5:1); 

NMR (CDCI3) : 5 7.95 (d, J = 1 .7 Hz. 1 H), 7.75 (dd, J = 8.0, 1 .7 Hz. 1 H), 7.27 (d, J = 8.0 Hz. 1 H), 7.21 (m. 1 H), 6.78- 
50 6.88 (m. 3H). 4.21 (t. J = 6.6 Hz. 2H). 3.60 (s. 2H). 2.96 (t. J = 6.6 Hz, 2H ), 2.40 (s. 3H). 2.36 (s. 3H). 

55 
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Example 2(106) 

2-(3-(2-(5-methyl-2-(4-dimethy!aminophenyI)oxa2ol-4-yl)ethoxy)phenyl)acetic acid 
5 [0363] 



10 




15 . 

TLC : Rf 0.65 (chloroform : methanol = 5:1); 

20 NMR (CDCI3) : 5 7.83 (d. J = 9.0 Hz, 2H). 7.09 (dd. J = 8.0, 8.0 Hz. 1 H). 6.76-6.87 (m, 3H). 6.70 (d, J = 9.0 Hz, 2H), 

4.18 (t, J = 6.8 Hz. 2H). 3.60 (s, 2H), 3,01 (s. 6H). 2.94 (t, J = 6.8 Hz, 2H ). 2.32 (s, 3H). 

E x a mple 2(107) 

25 2-{3-(2-(5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid 
[0364] 



30 




35 

TLC : Rf 0.44 (chloroform : methanol = 8:1); 

40 NMR (CDCI3) : 6 7.97 (m, 2H), 7.41 (m. 3H). 7.20 (m. 1 H), 6.82 (m, 3H), 4.20 (t, J = 6.6 Hz, 2H), 3.59 (s, 2H). 2.98 

(t, J = 6.6 Hz, 2H). 2.73 (q, J = 7.6 Hz, 2H), 1.29 (t, J = 7.6 Hz, 3H). 

Example 2M08^ 

45 2-(3-(2-(5-methyl-2-(4-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0365] 



SO 
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TLC : Rf 0.54 (chloroform : methanol = 8:1); 

NMR (CDCIg) : 57.87 (d. J = 8.2 Hz, 2H), 7.22 (d, J = 8,2 Hz. 2H), 7.14-7.28 (m. 1H), 6.82 (m,3H). 4.19 (t, J = 6.6 
Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz. 2H). 2.63 (t. J = 7.6 Hz. 2H). 2.34 (s. 3H). 1.61 (m. 2H). 1 .35 (m, 2H), 0.92 
5 (t J = 7.2 Hz. 3H). 

Example 2(109) 

2-(3-(2-(5-methyl-2-(4-chlorophenyl)oxazol-4-yf)ethoxy)phenyl)aceticacid 

10 

[0366] 



15 




20 

TLC : Rf 0.57 (chloroform : methanol = 8:1); 

25 NMR (CDCI3) : 6 7.90 (d. J = 8.8 Hz. 2H). 7.38 (d. J = 8.8 Hz. 2H). 7.16-7.28 (m, 1H), 6.83 (m, 3H). 4.20 (t. J = 6.6 

Hz. 2H). 3.59 (s, 2H). 2.96 (t, J = 6.6 Hz. 2H), 2.36 (s. 3H). 

Example 2niQ) 

30 2-(3-(2-(5-methyl-2-(thiophen-2-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0367] 

35 




. TLC : Rf 0.70 (chloroform : methanol = 5:1); 

45 

NMR (CDCI3) : 5 7.59 (dd, J = 3.6. 1.2 Hz. 1H), 7.36 (dd, J = 4.8, 1.2 Hz, 1H), 7.21 (m. 1 H). 7.07 (dd, J = 4.8, 3.6 
Hz. 1H). 6.77-6.87 (m, 3H), 4.20 (t, J = 6.6 Hz. 2H), 3.60 (s. 2H), 2.95 (t, J = 6.6 Hz, 2H), 2. 34 (s. 3H). 



50 
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Example 2(1111 

2-(3-(2-(5-methyl-2-(furan-2-yl)oxa2ol-4"yl)ethoxy)phenyl)acetic acid 
5 [0368] 



10 




15 

TLC : Rf 0.89 (chloroform : methanol = 5:1); 

20 NMR (CDCI3) : 5 7.51 (m, 1 H), 7.21 (m, 1 H), 6.93 (d, J = 3.5 Hz. 1H). 6.78-6.87 (m. 3H). 6.50 (dd, J = 3^. 1 .9 Hz. 

1H). 4.22 (t, J = 6.6 Hz, 2H). 3,59 (s. 2H). 2.95 (t. J = 6.6 Hz. 2H), 2.35 (s, 3H). 

Example 2(112^ 

25 ■ 2-(3-(2-(5-methyl-2-{pyridin-2-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0369] 




35 



40 TLC : Rf 0.67 (chloroform : methanol = 5:1); 

NMR (CDCI3) : 5 8.71 (d, J = 4.8 Hz, 1H), 8.05 (d. J = 7.8 Hz. 1H). 7.79 (ddd. J = 7.8, 7.8. 1.8 Hz, 1H), 7.32 (ddd, 
J = 7.8. 4.8. 1.8 Hz. 1H), 7.21 (dd, J = 7.8, 7.8 Hz, 1H), 6.78-6.87 (m, 3H). 4 .26 (t, J = 6.8 Hz. 2H), 3.61 (s, 2H), 
2.99 (t, J = 6.8 Hz, 2H). 2.41 (s, 3H). 

45 



SO 
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Example 2(113^ 

2-(3-(2-(5;methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenyl)aceticacid 
5 [0370] 



10 




15 



TLC : Rf 0.68 (chloroform : methanol = 5 : 1) ; 

NMR (CDCI3) : 6 7.90 (m, 1H), 7.18-7.30 (m, 4H), 6.80-6.87 (m, 3H), 4.24 (t, J = 6.7 Hz, 2H), 3.60 (s, 2H), 2.98 (t, 
20 J = 6.7 Hz, 2H). 2.64 (s. 3H), 2.37 (s, 3H). 

Example 2(1141 

2-(3-(2-{5-methyl-2-(3-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

25 

[0371] 



30 




TLC : Rf 0.71 (chloroform : methanol = 5:1); 

40 

NMR (CDCI3) : 6 7.74-7.81 (m, 2H), 7.17-7.35 (m, 3H), 6.78-6.87 (m, 3H), 4.21 (t, J = 6.6 Hz. 2H), 3.60 (s, 2H), 
2.97 (t, J = 6.6 Hz, 2H). 2.39 (s, 3H). 2.36 (s, 3H). 

Example 2(115) 

45 

2-(3-(2-{5-methyl-2-(4-trifluoromethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0372] 

50 
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TLC : Rf 0.54 (chloroform : methanol = 8:1); 

5 NMR (CDCI3) : 6 8.08 (d, J = 8.0 Hz, 2H), 7.67 (d, J = 8.0 Hz, 2H). 7.17-7.24 (m 1H), 6.83 (m, 3H), 4.23 (t, J = 6 

Hz, 2H). 3.60 (s, 2H). 2.98 (t, J = 6.6 Hz. 2H), 2.39 (s. 3H). 

Example 2f116) 

10 2-(3-(2-(5-methyl-2-{4-fluorophenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid 
[0373] 




20 

25 TLC : Rf 0.59 (chloroform : methanol = 8:1); 

NMR (CDCI3) : S 7.95 (m, 2H), 7,03-7.26 (m, 3H), 6.83 (m, 3H), 4.20 (t. J = 6.6 Hz, 2H), 3.59 (s, 2H). 2.96 (t, J 
6.6 Hz. 2H), 2.35 (s. 3H). 

30 Example 2(1171 

2-(3-(2-(5-methyl-2-(4-cyanophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

[0374] 

35 




45 

TLC : Rf 0.52 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 8.06 (d, J = 8.6 Hz, 2H), 7.70 (d, J = 8.6 Hz, 2H), 7,22 (m, 1 H), 6.78-6.87 (m, 3H). 4.23 (t. J = 6 
50 Hz, 2H). 3.60 (s, 2H). 2.98 (t, J = 6.4 Hz. 2H), 2.40 (s. 3H) 



55 
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Example 2(118) 

2-{3-(2-(5-methyl-2-(4-methyI-1,2,3-thiadiazol-5-yl)oxazol-4-yl)ethoxy)phenyl)^^ 
5 [0375] 



CH3 

15 



TLC : Rf 0.54 (chloroform : methanol = 9:1); 

20 

NMR (CDCI3) : 5 7.23 (m, 1 H), 6.78-6.88 (m, 3H), 4.23 (t, J = 6.5 Hz, 2H). 3.60 (s, 2H). 3.02 (s. 3H), 2.98 (t. J = 6.5 
Hz, 2H), 2.40 (s, 3H). 

Example 2(119) 

25 

2-(3-(2-(5-methyl-2-(2,3,5,6-tetrafluoro-4-methyIphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0376J 

30 



35 



40 




TLC : Rf 0.34 (chloroform : methanol = 8:1); 

45 NMR (CDCI3) : 5 7.22 (m. 1 H), 6.76-6.90 (m. 3H). 4.23 (t, J = 6.4 Hz, 2H), 3.60 (s, 2H), 3.01 (t, J = 6.4 Hz, 2H). 2.40 

(s. 3H). 2.33 (s. 3H). 



50 
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Example 2^20) 

2-(3-{2-(5-methyl-2-(3-nitro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)aceticacid 
5 [0377] 



02K 



10 




15 

TLC : Rf 0.31 (chloroform : methanol = 8:1); 

20 NMR (CDCI3) : S 8.64 (d. J = 1 .6 Hz, 1 H), 8.08 (dd, J = 8.0. 1 .6 Hz. 1 H). 7.39 (d. J = 8.0 Hz. 1 H). 7.1 7 (m, 1 H), 6.66- 

6.90 (m. 3H). 4.21 (t. J = 6.4 Hz. 2H). 3.59 (s. 2H). 2.97 (t. J = 6.4 Hz. 2H). 2.63 (s. 3H). 2.39 (s. 3H). 

Example 2n2n 

25 2-(3-(2-(5-methyl-2-cyclohexyloxazol-4-yl)ethoxy)phenyl)acetic acid 
[0378] 




35 

40 TLC : Rf 0.44 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 7.19 (dd, J = 8.0. 8.0 Hz, 1H), 6.74-6.87 (m. 3H), 4.10 (t. J = 6.6 Hz, 2H), 3.59 (s, 2H), 2.85 (t. J 
= 6.6 Hz. 2H). 2.71 (m. 1H), 2.23 (s, 3H), 1.96-2.04 (m. 2H). 1.19-1.86 (m, 8H ). 

45 Example 2(122) 

2-(3-(2-(5-methyl-2-cyclopentyIoxazol-4-yl)ethoxy)phenyl)acetic acid 

[0379] 

50 
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TLC : Rf 0.46 (chloroform : methanol = 9:1);. 

NMR (CDCI3) : 6 7.19 (dd. J = 7.9, 7^9 Hz. 1H), 6.74-6.87 (m, 3H). 4.1 1 (t, J = 6.6 Hz, 2H). 3.59 (s, 2H). 3.14 (m, 
5 1 H), 2.86 (t, J = 6.6 Hz. 2H), 2.24 (s. 3H). 1 .56-2.12 (m, 8H). 

Example 2(123) 

2-(3-(2-(5-methyl-2-(4-pentylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

10 

[0380] 



15 

H3C 




TLC : Rf 0.44 (chloroform : methanol = 8:1); 

25 

NMR (CDCI3) : 5 7.87 (d, J = 8.4 Hz, 2H), 7.22 (d. J = 8.4 Hz, 2H), 7.20 (m, 1 H), 6.75-6.90 (m, 3H), 4.19 (t, J = 6.6 
Hz, 2H), 3.59 (s, 2H), 2.96 (t, J = 6.6 Hz. 2H). 2.62 (t. J = 7.6 Hz, 2H). 2.35 (s. 3H). 1 .62 (m, 2H), 1 .23-1 .44 (m, 4H). 
0.89 (t, J = 6.8 Hz, 3H). 

30 Example 2(124) 

2-(3-(2-(5-methyl-2-(pyridin-4-yl)oxazol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[0381] 

35 



40 




45 

TLC : Rf 0.36 (chloroform : methanol = 4:1); 

NMR (DMSO-dg) : 5 8.75 (d, J = 6 Hz, 2H), 7.80 (d, J = 6 Hz, 2H). 7.20 (dd, J = 8, 8 Hz, 1H), 6.95-6.80 (m. 3H), 
50 4.20 (t. J = 7 Hz. 2H). 3.75 (s. 2H), 3.05 (s. 2H). 2.95 (t. J = 7 Hz. 2H). 2.40 (s, 3H). 
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Example 2(125) 

2-(3-(2-(5-methyl-2-(pyridin-3-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
5 [0382] 



10 




15 



TLC : Rf 0.39 (chloroform : methanol = 9:1); 

2o NM R (DMSO-dg) : 5 1 2.28 (brs, 1 H), 9.07 (d, J = 1 .5 Hz, 1 H), 8.65 (d, J = 4.8 Hz. 1 H). 8.24 (d. J = 8.4 Hz, 1 H), 7.52 

(dd, J = 8.4 Hz, 4.8 Hz. 1 H), 7.21-7.16 (m. 1H), 6.82-6.79 (m, 3H), 4.18 (t. J = 6.6 Hz, 2H), 3.50 (s. 2H), 2.93 (t, J 

= 6.6 Hz, 2H). 2.37 (s, 3H). 

Example 2(126) 

25 

2-(3-(2-(5-methyl-2-(pyridin-4-y!)oxazol-4-yl)ethoxy)phenyl)acetic acid 
[0383] 

30 



35 




40 

TLC : Rf 0.34 (chloroform : methanol = 9:1); 

NMR (DMSO-dg) : 5 12.29 (brs, 1H), 8.69 (d. J = 6.0 Hz. 2H). 7.80 (d, J = 6.0 Hz, 2H). 7.21-7.16 (m, 1H), 6.82-6.78 
45 (m. 3H). 4.19 (t, J = 6.6 Hz. 2H), 3.50 (s. 2H). 2.95 (t. J = 6.6 Hz. 2H), 2.38 (s, 3H). 



50 
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Example 2^27) 

2-(3-(2-(5-methyl-2-(4-rnethylpiperazin-1-yl)thia2ol-4-yl)ethoxy)phenyl)acetic acid 
5 [0384] 



10 



15 



TLC : Rf 0.40 (chloroform : methanol = 3:1); 

20 NMR (CDCy : 5 7.00-7.20 (m, 2H). 6.70-6.85 (m, 3H), 4.1 9 (t. J = 6.6 Hz. 2H), 3.46.3.55 (m, 4H), 2.91 (t. J = 6.6 

Hz, 2H), 2.75-2.83 (m, 4H), 2.47 (s, 3H), 2.24 (s. 3H). 

Example 2(128) 

25 2-(3-(2-(5-methyl-2-phenyIoxazol-4-yl)ethoxy)phenylmethoxy)acetic acid 
[0385] 



35 



TLC : Rf 0.31 (water : methanol : chloroform = 1 : 10 : 1 00) ; 

40 

NMR (CDCI3) : 6 7.98 (m, 2H), 7.50-7.40 (m 3H), 7.24 (dd. J = 8.0, 8.0 Hz, 1H), 7.00 (m, 1H). 6.95-6.80 (m. 2H). 
4.62 (s, 2H), 4.26 (t, J = 7.0 Hz, 2H), 4.1 1 (s. 2H), 2.99 (t, J = 7.0 Hz. 2H). 2.39 (s. 3H). 

Example 2M29^ 

45 

2.(3-(2-(5-methyl-2-(pyridln-3-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)aceticacid 
[0388] 

50 



55 
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TLC : Rf 0.41 (chloroform : methanol = 4:1); 

NMR (DMSO-dg) : 5 9.05 (s. 1 H). 8,65 (d, J = 4 Hz. 1 H), 8.25 (d, J = 7 Hz. 1H). 7.55 (m, 1 H), 7.20 (dd, J = 7, 7 Hz, 
1H), 6.95-6.80 (m. 3H), 4.20 (t, J = 6 Hz. 2H). 3.80 (s. 2H). 3.10 (s. 2H). 2.95 (t, J = 6 Hz, 2H). 2.40 (s. 3H). 

5 Example 2(130) 

2-(3-(2-(5-methyl-2-(4-methylthiophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 

[0387] 

10 



15 




20 

TLC : 0.44 (chloroform : methanol = 8:1); 

NMR (CDCy : 6 7.87 (d, J = 8.6 Hz, 2H), 7.26 (d, J = 8.6 Hz, 2H), 7.21 (m, 1H). 6.75-6.89 (m. 3H). 4.20 (t. J = 6.6 
Hz. 2H), 3.59 (s. 2H). 2.96 (t, J = 6.6 Hz. 2H). 2.51 (s, 3H), 2.35 (s. 3H). 

25 

Example 2(131) 

2-(3-(2-(5-methyl-2-cyclopropyloxazol-4-yl)ethoxy)phenyl)acetic acid 
30 [0388] 



35 




40 

TLC : Rf 0.43 (chloroform : methanol = 9:1); 

45 NMR CDCI3) : 8 7.25-7.1 0 (m, 1 H), 6.86-6.74 (m, 3H), 4.1 0 (t. J = 6.6 Hz, 2H). 3.58 (s. 2H), 2.82 (t, J = 6.6 Hz, 2H), 

2.20 (s, 3H), 2.04-1.98 (m, 1H), 1.01-0.94 (m, 4H). 

50 

55 



BNSDCCID: <EP 1067109A1J_> 



169 



EP1 067 109 A1 

Example 2(132) 

2-(3-(2-(6-methyl-2-(4-nitrophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid 
5 [0389] 



10 




15 

TLC : Rf 0.53 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 8.30 (d. J = 9.0 Hz. 2H), 8.1 4 (d, J = 9.0 Hz, 2H), 7.22 (dd, J = 8.0, 8,0 Hz, 1 H), 6.77-6.90 (m, 3H), 
20 4.25 (t J = 6,6 Hz, 2H). 3.57 (s. 2H). 3.00 (t. J = 6.6 Hz. 2H), 2.43 (s, 3H). 

Example 2(1 33> 

2-(3-(2-(5-methyl-2-(quinolin-2-yI)oxazol-4-yl)ethoxy)phenyl)aceticacid 

25 

[0390] 



30 



35 




TLC : Rf 0.51 (chloroform : methanol = 9 : 1) ; 

40 

NMR (CDCI3) : 6 8.1 6-8.28 (m. 3H), 7.83 (m, 1 H). 7.75 (m, 1 H), 7.57 (m. 1 H), 7.22 (dd, J = 8.2, 8.2 Hz, 1 H), 6.78- 
6.87 (m, 3H), 4.29 (t. J = 6.6 Hz. 2H), 3.61 (s, 2H). 3.04 (t, J = 6.6 Hz. 2H), 2.46 (s, 3H). 

Example 2(134) 

45 

2-(3-(2-(5-methyl-2-(3-trlfluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyI)acetlc acid 
[0391] 



50 



55 
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TLC : Rf 0.37 (chloroform : methanol = 9:1); 

5 NMR (CDCI3) : 6 7.91 (dt. J = 7.8, 1 .2 Hz, 1 H). 7.85-7.80 (m. 1 H), 7.45 (t, J = 7.8 Hz, 1 H). 7.28-7.1 7 (m, 2H). 6.89- 

6.78 (m, 3H), 4.22 (t. J = 6.6 Hz, 2H). 3.60 (s, 2H), 2.97 (t, J = 6.6 Hz, 2H), 2.38 (s. 3H). 

Example 2f135) 

10 2-(3-(2-(5-methyl-2-(2-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)aceticacld 
[0392] 




25 TLC : Rf 0.42 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 6 8.06 (dd. J = 7.8, 2.0 Hz, 1 H), 7.49-7.31 (m, 3H), 7.27-7.17 (m, 1H), 6.88-6.78 (m, 3H), 4.23 (t, J 
= 6.8 Hz, 2H), 3.60 (s. 2H), 2.98 (t, J = 6.8 Hz, 2H), 2.38 (s, 3H). 

30 Example 2(136^ 

2-(3-(2-(4-methy-2-phenyloxazol-5-yl)ethoxy)phenyl)acetic acid 

[0393] 

35 . 



40 




45 

TLC : Rf 0.44 (chloroform : methanol = 9:1); 

NMR (CDCI3) : 5 8.00-7.93 (m, 2H), 7.46-7.37 (m, 3H), 7.28-7.18 (m, 1H), 6.90-6.78 (m, 3H). 4.22 (t. J = 6.8 Hz. 
2H). 3.61 (s. 2H), 3.14 (t, J = 6.8 Hz. 2H). 2.20 (s. 3H). 

so 
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Example 2(^3Ti 

2-(3-(2-(5-methyl-2-(1,3-dioxaindan-5-yl)oxa2oI-4-yl)ethoxy)phenylmethoxy)acetic acid 



5 [0394] 



15 



TLC : Rf 0.20 (chloroform : methanol : water = 100 : 10 : 1) ; 

20 NMR (CD3OD) : 5 7.49 (dd, J = 8.4, 1.8 Hz. 1H), 7.38 (d, J = 1.8 Hz. 1H), 7.22 {t. J = 7.8 Hz. 1H). 6.97-6.79 (m. 

4H), 6.01 (s. 2H), 4.54 (s, 2H), 4.26 (t, J = 6.4 Hz, 2H), 4.06 (s. 2H), 2.93 (t, J = 6.4 Hz, 2H), 2.33 (s, 3H). 

Example 3 

25 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethylthlo)phenyl)acetic.acld • methyl ester 
[0395] 



30 



[0396] .2-(5-methyl-2-phenyloxazol-4-yOethylbrom!de (136 mg) and 3-mercaptophenylacetjc acid • methyl ester 
(78 mg) were dissolved in acetonitrile (5 ml) and thereto was added potassium carbonate and the mixture was stirred 
40 at room temperature for 1 hour. The reaction mixture was poured into ice water and the mixture was extracted with 
ether. The extract was washed with an aqueous solution of sodium hydroxide, water and a saturated aqueous solution 
of sodium chloride, successively, dried over anhydrous magnesium sulfate and concentrated The residue was purified 
by column chromatography on silica gel (chloroform : ethyl acetate = 200 : 1 -> 50 : 1) to give the compound of the 
present invention (92 mg) having the following physical data. 



45 



50 



TLC : Rf 0.33 (ethyl acetate : hexane =1:3); 

NMR (CDCI3) : 5 7.96 (m. 2H), 7.50-7.35 (m. 3H). 7.30-7.15 (m. 3H), 7.06 (m, 1 H). 3.69 (s. 3H), 3.57 (s, 2H). 3.28 
(t, J = 7.0 Hz, 2H), 2.82 (t, J = 7.0 Hz, 2H), 2.27 (s, 3H). 
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Example 4 

2-{3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenylmethylthio)-2-methylpropanoic acid • ethyl ester 
5 [0397] 



10 




15 



[0398] To a solution of 3-(2-(5-methyl-2-pheny(oxa2o!-4-yl)ethoxy)ben2ylthiol (1 .15 g) in ethanol (35 m!) were added 
2-bronno-2-methylpropanoic acid • ethyl ester (0.64 ml) and sodium methylate (290 mg) at 0 and the mixture was 
20 refluxed for 3 hours. The reaction mixture was cooled to room temperature and then filtered. The filtrate was poured into 
water and the aqueous layer was extracted with ethyi acetate. The extract was washed with a saturated aqueous solu- 
tion of sodium chloride, dried over anhydrous magnesium sulfate and concentrated. The residue was purified by column 
chromatography on silica gel (hexane : ethyi acetate = 5 : 1 ) to give the compound of the present invention (1 .69 g) hav- 
ing the following physical data. 

25 

TLC : Rf 0.46 (hexane : ethyl acetate = 4:1); 

NMR (CDCI3) : 6 8.01-7.94 (m. 2H), 7.46-7.37 (m, 3H), 7.18 (t, J = 8.0 Hz, 1H), 6.89-6.72 (m, 3H), 4.23 (t, J = 6.8 
Hz. 2H)» 4.12 (q. J = 7.0 Hz, 2H), 3.79 (s, 2H). 2.97 (t, J = 6.8 Hz. 2H), 2.38 (s, 3H), 1.53 (s, 6H), 1.26 (t. J = 7.0 
30 Hz. 3H). 

Example S-Example 5(1) - . 

[0399] The following compounds of the present invention were obtained by the same procedure as shown In Exam- 
35 pie 2, using the compounds prepared in Example 3 or Example 4 in place of the compound prepared in Example 1,. 
optionally followed by converting them to the corresponding salts by known methods. 

Example 5 

40 2-(3-(2-(5-methyi-2-phenyloxazoi-4-yl)ethylthio)phenyi)aceticacid 
[0400] 



45 




50 



TLC : Rf 0.50 (water : methanol : chloroform = 1 : 1 0 : 100) ; 

55 

NMR (CDCI3) : 6 7.94 (m. 2H), 7,45-7.35 (m. 3H), 7.30-7.15 (m, 3H). 7.07 (m. 1H). 3.58 (s, 2H), 3.25 (t. J = 7.0 Hz. 
2H), 2.81 (t, J = 7.0 Hz, 2H), 2.25 (s, 3H). 
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Example 5(1 ) 

2-(3-(2-(5-methyl-2-phenyioxa2ol-4-yl)ethoxy)phenylmethy(thio)-2-methylpropan^ acid 
5 [0401] 



10 



HgC^ ,CH3 

OH 



15 



TLC : Rf 0.53 (hexane : ethyl acetate = 1:3); 

20 NMR (CDCy : 6 8.00-7.94 (m, 2H), 7.46-7.41 (m. 3H), 7.15 (t, J = 7.8 Hz, 1H), 7.08 (m, 1H). 6.84-6.74 (m. 2H). 

4.29 (t, J = 7.2 Hz. 2H), 3.88 (s, 2H), 2.99 (t, J = 7.2 Hz, 1H), 2.38 (s, 3H). 1.58 (s, 8H). 

2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)-2-methylpropanoic acid • sodium salt 
25 [0402] 



35 



TLC : Rf 0.53 (hexane : ethyl acetate =1:3); 

40 

NMR (CD3OD) : 6 7.98-7.93 (m, 2H). 7.49-7.43 (m. 3H). 7.13 (t, J = 7.4 Hz, 1 H), 6,92-6.85 (m, 2H). 6.78-6.70 (m, 
1 H), 4.23 (t, J = 6.6 Hz. 2H), 3.78 (s, 2H), 2.96 (t. J = 6.6 Hz. 2H). 2.36 (s. 3H), 1 .46 (s. 6H). 

Reference Example 6 

45 

3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)benzaldehyde 
[0403] 

SO 



55 




174 



BNSDCXJIO: <EP 1067109A1J > 



EP1 067 109 A1 



[0404J 2-(5-methyl-2-phenyloxazol'4-yl)ethano! (1.02 g), 3-hydroxybenzaldehyde (0.73 g) and triphenylphosphine 
(1 .57 g) were dissolved in dichloromethane (10 ml) and thereto was added 1, r-(a2odicarbonyl)dipiperidine (1 .74 g) at 
0 **C and the mixture was stirred at room temperature for 2 hours. To the reaction mixture was added hexane and the 
5 solid was filtered off. The filtrate was concentrated. The residue was purified by column chromatography on silica gel 
(methanol : chloroform = 1 : 1 00) to give the title compound (1 .30 g) having the following physical data. 

TLC : Rf 0.77 (methanol : chlorofonn = 1 : 20) ; 

NMR (CDCI3) : 5 9.96 (s, 1H), 7.98 (m, 2H), 7.50-7.35 (m, 6H), 7.17 (m. 1H), 4.31 (t, J = 6.0 Hz. 2H), 3.01 (t, J = 
10 6.0 Hz, 2H), 2.38 (s, 3H). 

Reference Example 7 

3-(2-(5-methyl-2-phenyIoxa2oh4-yl)ethoxy)mandelonitrile 

T5 



[0406] The compound prepared in Reference Example 6 (1 35 mg) and zinc iodide (13 mg) were dissolved in dichlo- 
romethane (3 ml). Thereto was added trimethylsHylnitrile (0.14 ml) at 0 '^C and the mixture was stirred at 0 °C for 4 

30 hours. To the reaction mixture were added cold water and a saturated aqueous solution of sodium bicarbonate and the 
organic layer was separated. The organic layer was dried over anhydrous magnesium sulfate and concentrated. The 
residue was dissolved In dioxane (3 ml) and thereto was added 2N hydrochloric acid (0.5 ml) and the mixture was stirred 
at room temperature overnight. The reaction mixture was poured into cold water and extracted with ethyl acetate. The 
extract was washed with water and a saturated aqueous solution of sodium chloride, successively, dried over anhy- 

35 drous magnesium sulfate and concentrated to giye the title compound (140 mg) having the following physical data. 

TLC : Rf 0,27 (ethyl acetate : hexane =1:2); 

NMR (CDCI3) : 6 7.94 (m, 2H), 7.45-7.35 (m, 3H), 7.29 (dd, J = 8.0, 8.0 Hz, 1H), 7.10-7.00 (m, 2H), 6.90 (m, 1H), 
5.49 (d. J = 6.0 Hz, 1H), 4.73 (d, J = 6.0 Hz, 1H), 4.16 (t, J = 6.5 Hz, 2H), 2.92 (t, J = 6.5 Hz, 2H), 2.37 (s, 3H). 



[0405] 



OH 




25 



40 



Reference Example 8 



a-cyano-3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)benzyl chloride 



45 



[0407] 



CI 



55 



50 




CN 
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[0408] The compound prepared in Reference Example 7 (93 mg) was dissolved in dichloromethane (3 ml), thereto 
were added thionyl chloride (61 ml) and dimethylformamide (1 drop) arid the mixture was stln-ed at room temperature 
for 30 minutes. To the reaction mixture was added cold water and the solution was extracted with ethyl acetate. The 
extract was washed with a saturated aqueous solution of sodium bicarbonate and a saturated aqueous solution of 
5 sodium chloride, successively, dried over anhydrous magnesium sulfate and concentrated to give the title compound 
(99 mg) having the following physical data. 

TLC : Rf 0.74 (ethyl acetate : hexane = 1 : 1) ; 

NMR (CDCy : 6 7.97 (m, 2H). 7.50-7.35 (m, 3H). 7.33 (dd, J = 8.0. 8.0Hz. 1H). 7.10-7.00 (m. 2H), 6.98 (m, 1H). 
W 5,75 (s, 1 H). 4.23 (t, J = 6.5H2, 2H). 2.93 (t. J = 6.5 Hz. 2H). 2.36 (s. 3H). 

Example 6 

5-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)-2. 4-thia2olidinedione 

15 

[0409] 



20 



25 




[0410] The compound prepared in Reference Example 8 (99 mg) was dissolved in ethanol (1 ml) and thereto was 
30 added thiourea (26 mg) and the mixture was refluxed for 3 hours. To the reaction mixture was added 2N hydrochloric 
acid (1 .5 ml) and the mixture was refluxed overnight. The reaction mixture was poured into cold water and the solution 
was extracted with ethyl acetate. The extract was washed with water and a saturated agueous solution of sodium chlo- 
ride, successively, dried over anhydrous magnesium sulfate and concentrated. The residue was recrystallized from 
methanol to give the compound of the present invention (60 mg) having the following physical data 

35 

TLC : Rf 0.31 (ethyl acetate : hexane =1:1); 

NMR (dg-DMSO) : 6 7.90 (m, 2H), 7.60-7.40 (m, 3H). 7.31 (dd. J=8.0, 8.0 Hz, 1H), 7.00-6.90 (m, 3H), 5.75 (s. 1H), 
4.23 (t. J = 6.5 Hz, 2H), 2.93 (t. J = 6.5 Hz. 2H). 2.36 (s, 3H). 

40 [Formulation Example] 

Formulation Example 1 

[041 1] The following components were admixed in a conventional method and punched out to give 1 00 tablets each 
45 containing 100 mg of active ingredient. 



^ • 2-(3'(4-(4-methylphenyl)thia2ol-2-ylinethoxy)phenylmethylthio)acetic acid 1 0.0 g 

• carboxymethylcellulose calcium (disintegrating agent) 0.2 g 

• Magnesium stearate (Lubricating agent) 0.1 g 

• Microcrystallne cellulose 9.7 g 

55 

Formulation Example 2 

[0412] The following components were admixed in a conventional method. The solution was sterilized in a conven- 
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tional method, placed 5 ml portions Into ampoules and freezedried to give 100 ampoules each containing 20 mg of 
active ingredient. 



10 



• 2-(3-(4-(4-methylphenyl)thia2ol-2-ylmethoxy)phenylmethylthio)acetic acid 

• mannitol 
•distilled water 



2g 
5g 

1000 ml 



Claims 

1. A peroxisome proliferator activated receptor regulator containing a carboxylic acid derivative of formula (1) 



15 



20 



25 




A 




30 



35 



40 



45 



50 



55 



(wherein A"* is CI ~4 alkylene or C2-4 alkenylene, 
A^ is -O- or -S-, 
A^ is CH or N, 
n is 1 -5, 
is 

(i) hydrogen, 
(il) CI -^8 alkyi, 
(ill) halogen, 

(iv) CI -4 alkoxy. 

(v) nitro, 

(vi) trihalomethyl, 

(vii) trihalomethoxy, 

(viii) trihalomethylthio, 

(ix) cyano, 

(x) C1~4 alkylthio, 

(xi) NR^R® (wherein R^ and are each independently, hydrogen or C1~4 alkyI), 

(xii) carbocyclic ring or 

(xiii) hetero ring, 



R2 is 



(i) hydrogen, 

(ii) CI --4 alkyI, 

(iii) halogen or 

(iv) trihalomethyl, 



Cyc^ is 
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10 



15 



35 



Cyc^ is 



(i) carbocycllc ring or 
(il) hetero ring, 



R3 



IS 



(i) hydrogen, 

(ii) CI -8 alkyi, 

(iii) halogen, 

(iv) C1-4alkoxy, 
20 (v) nitro, 

(vi) trihafomethyl, 

(vii) trihalomethoxy, 

(viii) trihalomethylthio. 

(ix) cyano or 

25 (X) C1-4alkylthio, 

R'^is 
(i) 

30 



or 



— A^AZ-COOR^ 



(ii) 2,4-thia2olidinclion-5-yl. 
40 fK^ is 

(i) bond, 

(ii) all<ylene, 

(iii) -C1-4 aII<ylene-0- or 
45 (iv) -C1 -4 alkylene-S-, 

R^, and R® are each Independently hydrogen or CI -4 alkyl, with the proviso that 

(1) R"* is attached to 2- or 3-position and 
50 (2) when R"* is attached to 3-position, A"* is bond or methylene, is CH and Cyc'' is benzene, then A'' is 

methylene, ethylene or vinylene.), its non-toxic salt or hydrate thereof as active Ingredient. 

2. A peroxisome proliferator activated receptor regulator described in claim 1 , which is a hypoglycemic agent and/or 
a hypolipidemic agent containing a compound of formula (I), a non-toxic salt thereof or a hydrate thereof of claim 1 

55 as active ingredient. 

3. A peroxisome proliferator activated receptor regulator described In claim 1 , which is a preventive and/or a remedy 
for diseases associated with metabolic disorders (diabetes, obesity, syndrome X, hypercholesterolemia, hyperllpo- 
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proteinemia, etc.), hyperlipidemia, atherosclerosis, hypertension, circulatory diseases, overeating, ischemic heart 
diseases, an HDL cholesterol-elevating agent, an LDL cholesterol and/or VLDL cholesterol-lowering agent, an 
agent for relief from risk factor of diabetes or syndrome X comprising a compound of formula (I), a non-toxic acid 
thereof or a hydrate thereof of claim 1 as active ingredient. 

4. A carboxylic acid derivative of formula (I) 



10 



15 




20 

(wherein Is C^'^4 alkylene or C2^4 alkenylene, 
A^ is -O- or -S-, 
A^ is CH or N. 
n is 1 -5, 
25 R"* is 

(i) hydrogen, 

(ii) C1~8 alkyi, 

(iii) halogen, 

30 (Iv) CI -4 alkoxy, 

(v) nitro, 

(vi) trihalomethyl, 

(vii) trihalomethoxy, 

(viii) trihalomethylthio, 
35 (ix) cyano, 

(X) C1-4 alkylthio, 

(xi) NR^R^ (wherein and R® are each independently hydrogen or CI -4 alkyI), 

(xii) carbocyclic ring or 



40 



55 



(xiii) hetero ring, 
r2 is 



(i) hydrogen, 

(ii) CI -4 alkyl, 
45 (iii) halogen or 

(iv) trihalomethyl, 

Cyc^ is 

50 




or 




Cyc^ is 
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(i) a carbocyclic ring or 

(ii) a hetero ring, 

5 

(i) hydrogen, 
(iOCI'-SalkyI, 

(iii) halogen, 

(iv) CI -^4 alkoxy, 
(V) nltro» 

(vl) trlhalomethyl, 
(vil) trihalomethoxy, 

(viii) trihalomethylthio, 

(ix) cyano or 
(X) C1--4all<ylthio, 

R4 is " 
(i) 

20 

A^-V-COOR^ 

or 

(ii) 2,4-thiazolidinclion-5-yl, 
30 pfi\s 

(i) a bond, 

(ii) C1~4alkylene, 

(iii) -C1~4 all<ylene-0- or 
35 (iv) -C 1 -4 alkylene-S-. 

R® and R® are each independently hydrogen or CI -4 alkyi, with the proviso that 

(1 ) R"* Is attached to 2- or 3-position and 

(2) when R"* Is attached to 3i30sition, A"* is a bond or methylene. is CH and Cyc^ is benzene, A^ Is 
methylene, ethylnene or vinylene.). 

5. A compound of formula (I) according to claim 4. wherein Cyc** Is 



45 




50 

of claim 4, a non-toxic acid thereof or a hydrate thereof. 
6. A compound according to claim 4, which is 

1) 5-(3-(biphenyl-4-ylmethoxy)phenyl)pentanoic acid • methyl ester, 

2) 4-{3-(biphenyl-4-ylmethoxy)phenyl)butanoic acid • methyl ester, 

3) 4-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenyl)butanoic acid • methyl ester, 

4) 6-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanolc acid • methyl ester, 



10 



15 
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78) 2-(3-(2-(5-methyl-2-(4-nriethylthiophenyl)oxazol-4-yl)ethoxy)phenyl)aceticacid. 

79) 2-(3-(2-(5-methyl-2-cyclopropyloxazol-4-yl)ethoxy)phenyl)acetic acid, 

80) 2-{3-{2-(5-methyl-2-(quinolin-2-yI)oxazol-4-yl)ethoxy)phenyl)acetic acid, 

81) 5-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenyl)-2.4-thiazo!idindione, 

82) 2-(3-(2-(5-methy!-2-(3-trifIuoromethoxyphenyl)oxazol-:4-yl)ethoxy)phenyl)acetic acid • methyl ester 

83) 2-(3-(2-(5-methyl-2-(2-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 

84) 2-(3-{2-(4-methyl-2-phenyloxazol-5-yl)ethoxy)phenyl )acetic acid • methyl ester, 

85) 2-(3-(2-(5-methyl-2-(3-tnfluoromethoxyphenyI)oxazol-4-yl)ethoxy)phenyl)acetjc acid, 

86) 2-(3-(2-(5-methyl-2-(2-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 

87) 2-(3-(2-(4-methy!-2-phenyloxazol-5-yl)ethoxy)phenyl)acetic acid, a non-toxic acid thereof or a hydrate 
thereof. 



.1067109A1J_> 



186 



EP1 067 109 A1 



10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



22 

23; 

24; 

esi 

25 

26 

27 

28 

29 

30 

31 

32 

es^ 

33 

34 

35 

36; 

37 

38 

39 

40 

41 

42; 

43 

44 

45 

46 

47; 

48 

49 

50; 

61 

52 

53 

54; 

55 

56; 

57; 

58 

59 

60 

61 

62; 

63 

64 

65 

66 

67 

68 

69 

70; 

71 

72 

73 

74; 

75 

76 

77 



2-(3-(2-(5-methy(-2-(4-trifluoromethoxyphenyI)oxazol-4--yl)ethoxy)phenyl)acettc acid • methyl ester, 
2-(3-(2-(5-methyl-2-(2.2-clifluoro-1 ,3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • metliyl ester, 
2-(3-(2-(5-methyl-2-(4-trlfluoromethylthiophenyl)oxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid • methyl 

:er, 

2-(3-(2-(5-methyl-2-(4-cyanophenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 
2-(3-(2-(5-methyl'2-(4-cyclohexylphenyl)oxazol-4-yl)ethoxy)phenyI)acetic acid • methyl ester. 
2-(3-(2-(5-methyl-2-(4-dimethylaminophenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-{2-(5-methyl-2-(thiophen-2-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(furan-2-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-{3-(2-(5-methyl-2-(pyridin-2-yl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(4-methyl-1 ,2,3-th}adiazol-5-yl)oxazoN4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(2,3,6,6-tetrafluoro-4-methylphBnyl)oxazol-4-yl)ethoxy)phenyi)acetic acid • methyl 
:er, 

2-(3-(2-(5-methyl-2-cyc]ohexyloxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester, 
2-(3-(2-(5-methyl-2-cyclopentyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(pyridin-3-yl)oxazol-4"yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(pyridin-4-yI)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-(4-methyIpiperazin-1-yl)thia2ol-4-yl)ethoxy)phenyl)aceticacld • methyl ester, 
2-(3-(2-(5-methyl-2-(4-methylthiophenyl)oxa2o!-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-(2-(5-methyl-2-cyclopropyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
2-(3-{2-(5''methyl-2-(quinolin-2-y!)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
6-(3-{4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyI)hexanoic acid, 
4-(3-{4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyI)butanoicacid, 
6-(2-{4-(4-methyIphenyl)thiazol-2-ylmethoxy)phenyl)hexanoic acid, 
2-(5-{biphenyl-4-ylmethoxy)-2-nitrophenylmethylthio)acetic acid, 
2-{3-(biphenyl-4-ylmethoxy)-4-nitrophenylmethylthio)acetic acid, 

2-{3-{2-(5-methyl-2-(4-trifluoromethylphenyl)oxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid, 
2-{3-{2-{5-methy!-2-(4-fluorophenyI)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-{3'(2-{5-methy!-2-(4-chlorophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)-2-methylpropanoic acid, 
2-{3-(2-(5-methyI-2-(4-nitrophenyl)oxazoI-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(1-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)ethylthio)acetic acid, 
2-(3-(2-(5-trifluoromethyl'2-phenyloxazol-4-yl)ethoxy)phenylthio)acetic acid, 

2-{3-(2-(5-methyI-2-(2,2-difluoro-1,3-dioxaindan-5-yl)oxazoi-4*yl)ethoxy)phenylmethylthio)acetic acid, 
2-{3-{2-(5-methyf-2-(2,3,5,6-tetrafluoro-4-methylphenyl)oxazol-4-yi)ethoxy)pheny!methylthio)acetic acid, 
2-(3-{2-(5-methyl-2-(3-chloro-4-methylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-(5-methyl-2-(3,4,5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-{5-methyI-2-(4-methylthiophenyl)oxazol-4-yl)ethoxy)phenylmethyithio)acetic acid, 
2-(3-(2-{5-methyI-2-(3-nitro-4-methylphenyl)oxazQl-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-(5-methyl-2-(1 ,3-dioxaindan-5-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyi-2-(3,4,5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-{2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(2,2-difluoro-1,3-dioxajndan-5-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(4-trifluoromethylthiophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-(2-(5-methyl-2-(4-cyanophenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 
2-(3-{2-(5-methyl-2-(4-cyclohexylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(4-dimethy{amlnophenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(thiophen-2-yl)oxa2oM-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methy!-2-(furan-2-yl)oxazol-4-y!)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxa20l-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(4-methyl-1 ,2,3-thiadiazol-5-yl)oxazol'4-yl)ethoxy)phenyl)acetic acid. 
2-(3-(2-(5-methyl-2-(2,3,5,6-tetrafluoro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-cyclohexyloxa20l-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-cyclopenty!oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-(3-(2-(5-methyl-2-(pyridin-3-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid. 
2-(3-(2-(5-methyl-2-(pyridin-4-yl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
2-{3-(2-(5-methyl-2-(4-methylpiperazin-1-yl)thiazol-4-yl)ethoxy)phenyl)acetic acid. 
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101) 2-(3-(2-(5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthlo)acetic acid. 

102) 2-(3-(2-(6-methyl-2-(4-pentylphenyl)oxazol-4-yl)ethoxy)phenylmethylt^ 

1 03) 2-(3-(2-(6-methyl-2-cyclohexyloxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

104) 2-(3-{2-(5-metliyl-2-(4-(2-methylpropyl)phenyl)oxa2oI-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 05) 2-{3-(2'(5-methy!-2-(4-t-butylphenyl)oxa2ol-4-yI)ethoxy)phenylmethylthio)acetic acid, 

1 06) 2-(3-(2-(5-methyl-2-(4-cyclohexyfphenyl)oxazol-4-yl)ethoxy)phenylmetliylthio)acetic acid 

107) 2-(3-(5-methyl-2-(1 ,3-dioxaindan-5-yl)oxa20l-4-yl)methoxy)phenylnnethyltliio)acetic acid, 

1 08) 2-(3-(5-methyl-2-(4-isopropylphenyl)oxa2ol>4-yl)methoxy)phenylmethylthio)acet]c acid, 

1 09) 2-(3-(2-(4-methyl-2-phenyloxa2ol-5-yl)ethoxy)phenylmethylthio)acetjc acid, 

1 1 0) 2-(3-{2-(5-'methyl«2-(3.4-dtmethoxyphenyl)oxazol-4-y!)ethoxy)plienylmethylth!o)acet^^ acid, 

1 1 1) 2-(3-(2-(5-methyl-2-(4-methylpipera2in'l-yl)oxa2ol-4-yl)ethoxy)phenylmethylthiojace^^^ acid, 

112) 2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxa20l-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 1 3) 2-(3-(2-(5-metliyl-2-(thioplien-2-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 1 4) 2-(3-(2-(5-methyl-2<4-djmethy}aminopheny()oxa2ol-4-yl)ethoxy)phenylmetliylthio)acetic acid, 

1 1 5) 2-(3-(2-(5-methyl-2-cyclopentyloxazoI-4-yl)ethoxy)phenylmetlnylthio)acetic acid, 

1 1 6) 2-{3-(2-(5-methyl-2-cyclopropyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 1 7) 2-(3-(2-(5-methyl-2-(4-(1 .2,3-thiadia2ol-4-yl)phenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 1 8) 2-(3-(2-(5-methyl-2-(4-(4-methyl-1 ,2,3-thiadfa2oI-5.yl)phenyl)oxazol-4-yl)ethoxy)phenylmethy!thio)acetic 
acid, 

1 1 9) 2-(3-(2-{5-methyl-2-(furan-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acet|c acid, 

1 20) 2-(3-(2-(5-methyI-2-(pyridin-4-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

121) 2-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenylmethoxy)acetic acid, 

1 22) 2-(3-(2-(5-methyl-2-(pyridin-3-yI)oxa2ol-4-y!)ethoxy)phenylmethylthio)acetic acid, 

123) 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyImethyIthio)-2-methylpropanoic acid • etiiyl ester, 

1 24) 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)-2-methylpropanolc acid, 

125) 2-(3-(2-(5-methyl-2-(1,3-djoxaindan-5-yl)oxazol-4-yl)ethoxy)plienylmethoxy)aceticacld • t-butyl ester, 

126) 2-(3-(2-(5-methyl-2-(1,3'dioxaindan-5-yl)oxazol-4-yl)ethoxy)plienylmethoxy)acetic acid, a non-toxic salt 
thereof or a hydrate thereof. 

A compound according to claim 4 which is 

1) 6-(3-(4-(4-methylphenyl)thia2oi-2-ylmethoxy)phenyl)hexanoic acid • methyl ester, 

2) 4-(3-(4-(4-methylphenyI)thiazol-2-ylmethoxy)phenyI)butanoic acid • methyl ester. 

3) 6-(2-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyl)hexanoic acid • methyl ester, 

4) 2-(5-(biphenyl-4-ylmethoxy)-2-nitropheny[methy!thlo)acetic acid • methyl ester, 

5) 2-(3-(biphenyl-4-ylmethoxy)-4-nitrophenylmethylthlo)acetic acid • methyl ester. 

6) 2-(3-(2-(5-methyl-2"(4-trifIuoromethylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

7) 2-(3-(2-(5-methyt-2-(4-fluorophenyl)oxa20l-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

8) 2-(3-(2-(5-methyl-2-(4-chlorophenyI)oxazoI-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

9) 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)-2-methylpropanoic acid • methyl ester, 

10) 2-(3-(2-(5-methyl-2-(4-nitropheny()oxazo!-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

11) 2-(1-(3-(2-(5-methyl-2-phenyloxa2ol-4'yl)ethoxy)phenyl)ethylthio)acetic acid • methyl ester, 

12) 2-(3-(2-(S-trifluoromethyl-2-phenyloxa2oI-4-yI)ethoxy)phenylthio)aceticacid • methyl ester, 

13) 2-(3-(2-{6-methyI-2-(2,2-difluoro-1 ,3-dioxaindan-5-yl)ozazol-4-yl)ethoxy)phenylmethylthio)acetic acid • 
methyl ester, 

1 4) 2-(3-(2-(5-methyl-2-(2.3,5.6-tetrafluoro-4-methylphenyl)oxazol-4-yl)ethoxy)phenylmGthylthio)acetic acid • 
methyl ester, 

15) 2-(3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxa20l-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl 
ester, 

16) 2-(3-(2-(5-methyl-2-(4-trifluoromethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl 
ester, 

1 7) 2-(3-(2-(5-methyl-2-(3.4.5-trimethoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid • methyl 
ester, 

18) 2"(3-{2-(5-methy(-2-(4-methylthiophenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)aceticacid • methyl ester, 

1 9) 2-(3-(2'(5-methyl-2-(3-nitro-4-methylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl 
ester, 

20) 2-(3-(2-(5-methyl-2-(1 ,3-dioxaindan-5-yl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid • methyl ester. 

21) 2-(3-(2-(5-methyl-2-(3,4,5-trimethoxyphenyl)oxa2ol-4-yl)ethoxy)phenyl)aceticacld • methyl ester. 
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47) 2-(3-(5-methyl-2-(4-isopropylphenyl)oxazol-4-yl)methoxy)phenylmethyIthio)acetic add • methyl ester, 

48) 2-(3-(2-(4-methyl-2-phenyloxazol-5-yf)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

49) 2-(3-{2-(5-rnethyI-2-(3,4-dimethoxyphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthlo)acet^^ acid • methyl ester. 

50) 2-(3-(2-(5-methyl-2-(4-methyIplperazin-1-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl 

ester, 

51) 2-(3-(2-(5-methyl-2-(pyridin-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

52) 2-(3-(2-(5-methyI-2-(thiophen-2-yl)oxazb!-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester. 

53) 2-(3-(2-(5-methyl-2-(4-dlmethylamlnophenyl)oxazoI-4-yI)ethoxy)phenylmethylthlo)acetlc acid • methyl 
ester, 

54) 2-{3-(2-(5-methy!-2-cyclopentyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

55) 2-(3-(2-(5-methyI-2-cyctopropyloxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid • methyl ester, 

56) 2-(3-(2-(5-methyl-2-(4-(1,2.3-thiadiazol-4-yl)phenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetlc acid • 
methyl ester, 

57) 2-(3-{2-(5-methyl-2-(4-(4-methyl-1.2.3-thiadiazol-5-yl)pheriyl)oxazol-4-yl)ethoxy)pheriyimethylthjo)acetic 
acid • methyl ester, 

58) 2-(3-(2-(5-methyl-2-(furan-2-yl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

59) 2-(3-(2-(5-methyl-2-(pyridin-4-yl)oxazoI-4-yI)ethoxy)pheny!methylthio)acetic acid • methyl ester. 

60) 2-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenylmethoxy)acetic acid • t-butyl ester, 

61) 2-(3-(2-(5-methyl-2-(pyridin-3-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

62) 2-(3-(4-(4-methylphenyl)thiazol-2-ylmethoxy)phenylmethylthio)acetic acid, 

63) 2-(3-(3-(biphenyl-4-ylmethoxy)phenyl)propylthio)acetic acid, 

64) 2-(3-(3-(4-(4-methylphenyl)thiazol-2-ylmethpxy)phenyl)propylthio)acetic acid, 

65) 2-(3-biphenyl-4-ylmethoxy)phenylmethylthio)acetic acid, 

66) 2-(3-(2-(5-methyl-2-phenyIoxazol-4-yl)ethoxy)phenylmethylthio)acetic acid. 

67) 2-(3-(3-(2-(5-methyl-2-phenyloxazot-4-yi)ethoxy)phenyl)propylthio)aceticacid, 

68) 2-(3-(2-biphenyl-4-yl)ethoxy)phenylmethylthio)acetic acid, 

69) 2-(4-chloro-3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

70) 2-(4-chloro-3-(4-{4-methylphenyl)thiazol-2-ylmethoxy)phenylmethylthio)acetic acid, 

71 ) 2-(3-(biphenyl-4-ylmethoxy)-4-cholorophenylmethylthio)acetic acid, 

72) 2-{3-{(2E)-3-(biphenyl-4-yl)propenyloxy)phenylmethylthio)acetic acid, 

73) 2-(3-(3-(biphenyl-4-y!)propoxy)phenylmethylthio)acetlc acid, 

74) 2-(3-(biphenyl-4-ylmethoxy)pyridin-5-ylmethytthio)acetic acid, 

75) 2-(3-(4'-propyIbiphenyM-ylmethoxy)phenylmethylthio)acetic acid, 

76) 2-(3-(4-(pyridin-4-yl)phenyImethoxy)phenylmethylthio)acetic acid, 

77) 2-(3-(4-(pyridin-3-yl)phenylmethoxy)phenytmethylthio)acetic acid. 

78) 2-{3-(4-(1 ,3-dioxaindan-5-yl)phenylmethoxy)phenyimethylthio)acetrc acid, 

79) 2-(3-(4-(pyridin-2-yl)phenylmethoxy)phenylmethylthio)acetic acid, 

80) 2-(3-(4-(1 ,3-dioxalndan-4-yl)phenylmethoxy)phenylmethylthio)acetic acid, 

81 ) 2-(3-(2-phenylthiazol-4-ylmethoxy)phenylmethylthlo)acetic acid 

82) 2-(3-(2-(5-methyl-2-(4-methyiphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

83) 2-(3-(2-(2-phenylthiazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

84) 2-(3-(2-(2-phenyloxa2ol-4-yI)ethoxy)phenylmethylthio)acetic acid 

85) 2-(3-(2-(5-methy}-2-(1 ,3-dioxaindan-5-yl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

86) 2-(3-(5-methyl-2-phenyloxa2ol-4-ylmethoxy)phenylmethylthio)acetic acid, 

87) 2-(3-(3-(5-methyl-2-phenyloxa2ol-4-yl)propoxy)phenylmethy!thio)acetic acid, 

88) 2-(3-(2-(5-methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

89) 2-(3-(2-(5-methyl-2-(3-methylphenyl)oxa2oI-4-yl)ethoxy)phenylmethylthio)acetic acid, 

90) 2-(3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

91 ) 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)-5-chlorophenylmethylthio)acetic acid, 

92) 2-(3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)-2-methylphenylmethylthio)acetic acid, 

93) 2-{3-{2-(5-methyl-2-phenyloxazol-4-yl)-1 -methylethoxy)phenylmethy!thio)acetic acid, 

94) 2-(3-{2-(5-methyl-2-phenyloxazol-4-y!)prppoxy)phenylmethyIthio)acetic acid, 

95) 2-(3-(2'(5-methyl-2-phenyloxazoI-4-yl)ethoxy)phenylmethylthio)propanoic acid • sodium salt, 

96) 2-(3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

97) 2>(3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenylmethyIthio)acetic acid. 

98) 2-(3-(2-{5-methyl-2-(4-isopropylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

99) 2-(3-(2-(5-methyl-2-pheny}thiazol-4-yl)ethoxy)phenylmethylthio)acetic acid, 

1 00) 2-(3-(2-(5-methyl-2-(4-butylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acet{c acid, 
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63) 2-{3-(2-(5-methyl-2-(4-cyanophenyl)oxazol-4-yl)ethoxy)phenyl)aceticacid. 

64) 2-(3-(2-(5-methyl-2-(3-nitro-4-methylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acet^^ acid, 

65) 2-(3-(2-(5-methyl-2-(4-pentylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid. 

66) 2-(3-(2-(5-methyl-2-(4-nitrophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 

67) 2-(3-{2-(5-methyl-2-pheny!oxazol-4-yl)ethylthio)phenyl)acetic acid • methyl ester, 

68) 2-(3-{2-(5-methyl-2-phenyloxa2ol-4-yl)ethylthio)phenyl)acetic acid, a non-toxic salt thereof or a hydrate 
thereof. 

A compound according to clainn 4 which is 

1) 2-(3- (4-(4-methylphenyl)thiazol-2-ylmethoxy)phenyImethylthio)acetlc acid • nnethyl ester, 

2) 2-(3-(3-(biphenyl-4-ylm;ethoxy)phenyl)propylthio)acetic acid • methyl ester, 

3) 2-(3-(3-(4-(4-methylph9^nyl)thiazol-2-ylmethoxy)phenyl)propylthio)acetic acid • methyl ester, 

4) 2-(3-(blphenyl-4-ylmethoxy)phenylmethylthio)acetic acid • methyl ester, 

5) 2-(3-(2-{5-methyl-2-ph^nyloxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

6) 2-(3-(3-(2-{5-methyl-2-f|henyloxazol-4-yl)ethoxy)phenyl)propy!thio)acetic acid • methyl ester, 

7) 2-(3-(2-biphenyl-4-yl)erfioxy)phenylmethylthio)acetic acid • methyl ester, 

8) 2-(4-'Chloro-3-(2-(5-methyl-2-phenyloxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

9) 2-(4-chloro-3-(4-(4-metf)ylphenyl)thia2ol-2-ylmethoxy)phenylmethylthio)acetic acid • methyl ester, 

10) 2-(3-(blphenyl-4-ylme|ioxy)-4-cholorophenylmethylthio)acetic acid • methyl ester, 

1 1 ) 2-(3-((2E)-3-(biphenyli^4-yl)propenyloxy)phenylmethylthio)acetic acid • methyl ester. 

12) 2-(3-(3-(biphenyl-4-yl)propoxy)phenylmethyfthio)aceticactd • methyl ester, 

13) 2-(3-(biphenyl-4-ylmelhoxy)pyridin-5-ylmethylthio)acetlc acid • methyl ester, 

14) 2-(3-(4Vpropylbiphenyi-4-ylmethoxy)phenylmethylthio)acetlcacid • methyl ester, 

15) 2-{3-(4-(pyridin-4-yl)phenylmethoxy)phenylmethylthio)acetlc acid • methyl ester. 

16) 2-(3-(4-(pyrldin-3-yl)phenylmethoxy)phenylmethylthio)acet]c acid • methyl ester, 

17) 2-(3-(4-(1,3-dioxaindan-5-yl)phenylmethoxy)phenylmethylthio)acetic acid • methyl ester, 

18) 2-(3-(4-(pyridin-2-yl)phenylmethoxy)phenylmethylthio)acetic acid • methyl ester, 19) 2-(3-(4-(1,3-dioxain- 
dan-4- 

yl)phenylmethoxy)phenylrnethylthio)acetic acid • methyl ester, 

20) 2-(3-(2-phenylthiazol4-yImethoxy)phenylmethylthio)acetic acid • methyl ester, 

21) 2-(3-(2-(5-methyl-2-(4^methylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

22) 2-(3-(2-(2-phenylthiazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

23) 2-{3-(2-(2-phenyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

24) 2-(3-(2-(5-methyl-2-(1,3-dioxaindan-5-yl)oxa20l-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

25) 2-(3-(5-methyl-2-phenyloxazol-4-ylmethoxy)phenylmethylthio)acetic add • methyl ester, 

26) 2-{3-(3-(5-methyl-2-phenyloxa2ot-4-yl)propoxy)phenylmethylthio)acetic acid • methyl eater, 

27) 2-(3-(2-(5-methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

28) 2-(3-(2-(5-methyl-2-(3-methylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl eater, 

29) 2-(3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

30) 2-(3-(2-(5-methyl-2-ph^nyloxa20l'4-yl)ethoxy)-5-'Chlorophenylmethylthio)acetic acid • methyl ester, 

31) 2-(3-(2-(5-methyl-2-phtenyloxa2o!-4-yl)ethoxy)-2-methylphenylmethyIthio)acetic acid • methyl ester, 

32) 2-(3-(2-{5-methyl-2-pf^enyloxa2ol-4-yl)-1-methylethoxy)phenylmethylthto)acetic acid • methyl ester, 

33) 2'(3-(2-(5-methyl-2-phbnyloxazol-4-yl)propoxy)phenyImethylthio)acetic acid • methyl ester, 

34) 2-(3-(2-(5-methy|.2-phjenyloxa2ol-4-yl)ethoxy)phenylmethylthio)propanoic acid • ethyl ester 

35) 2-(3-(2-(5-methyl-2-(44ethylphenyl)oxazol-4-yl)ethoxy)phenyImethylthio)acetic acid • methyl ester, 

36) 2-(3-{2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

37) 2-(3-(2-(5-methyl-2-{4^isopropylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

38) 2-(3-(2-(5-methyI-2-ph:enylthia2ol-4-yl)ethoxy)phenylmethyIthlo)acetic acid • methyl ester, 

39) 2-(3-(2-(5-methyl-2-(44butylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

40) 2-(3-(2-(5-ethyl-2-pheriyloxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

41) 2-(3-(2-(5-methyl-2-(4-pentylphenyl)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester. 

42) 2-(3-(2-(5-methyl-2-cyclohexyloxa2ol-4-yl)ethoxy)phenyImethylthio)acetic acid • methyl ester. 

43) 2-(3-(2-(5-methyl-2-(4-(2-methyIpropyl)phenyl)oxazol-4-yl)ethoxy)phenyImethylthio)acetic acid • methyl 
ester, 

44) 2-(3-(2-(5-methyl-2-(4-t-butylphenyl)oxa2ol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester, 

45) 2-(3-(2-(5-methyl-2-(4-cyclohexylphenyi)oxazol-4-yl)ethoxy)phenylmethylthio)acetic acid • methyl ester. 

46) 2-(3-(5-methyl-2-(1,3-dioxaindan-5-yl)oxa20l-4-yl)methoxy)phenylmethyIthio)acetic acid • methyl ester, 



182 

,1067109A1_I_> 



4 



EP 1 067 109 A1 



5) 5-(3-(2-(5-methyI-2-phenyloxazol-4-yl)ethoxy)phenyl)pentanoic acid • methyl ester, 

6) 6-(2-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanoic acid • methyl ester, 

7) 5-(2-{2-{5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)pentanoic acid • methyl ester. 

8) 2-(3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 

9) 5-(3-(3-{5-methyl-2-phenyloxazol-4-yl)propoxy)phenyl)pentanoic acid • methyl ester, 
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3-(2-(5-methyl-2-(4-methylphenyl)oxazol*4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(4-ethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
3-(2-(5-methyl-2-(4-propylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester. 
;3-(2-(5-methyl-2-(4-isopropylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-{5-methyl-2-(4-(2-methylpropy!)phenyl)oxazol-4-yl)ethoxy)phenyl)acetlc acid • methyl ester, 
;3-(2-(5-methyl-2-(4-t-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(3,4-dimethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
3-(5-methyl-2-phenyloxazol-4-yl)methoxy)phenyl)acetlc acid • methyl ester, 
;3-(2-{5-methyl-2-phenylthiazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, ; 
;3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)pheny I) acetic acid • methyl ester, 
;3-(2-(2-pheriyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 

;3-(2-{5-methyl-2-(3-chloro-4-methyIphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
3-(2-{5-ethyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(4-butylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl"2-(4-chlorophenyl)oxazol-4-yl)ethoxy)phenyI)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(2-methylphenyl)oxazol-47yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(3-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester. 
3-(2-(5-methyl-2-(4-trifluoromethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
3-(2-(5-methyl-2-(4-fluorophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-{4-cyanophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester. 
;3-(2-(5-methyl-2-(3-nitro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(4-pentylphenyl)oxa2ol-4-yl)ethoxy)phenyI)acetic acid • methyl ester, 
;3-(2-(5-methyl-2-(4-nitrophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
3-(biphenyl-4-yimethoxy)phenyl)pentanoic acid, 
3-(biphenyl-4-y!methoxy)phenyl)butanoic acid, 
;3-(2-(5-methyl-2-phenyloxazoI-4-yl)ethoxy)phenyl)butanoic acid, 
;3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanoic acid, 
;3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)pentanoic acid, 
;2-(2-{5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)hexanoic acid, 
;2-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)pentanoic acid, 
;3-(2-(5-methyl-2-phenyloxazol-4-yl)ethoxy)phenyl)acetic acid • methyl ester, 
;3-(3-(5-methyl-2-phenyloxazol-4-yl)propoxy)phenyl)pentanoic acid, 
3-(2-(5-methyl-2-(4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
3-(2-(5-methyl-2-(4-ethylphenyl)oxa2oI-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-propylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-isopropylphenyl)oxa2oM-yl)ethoxy)phenyl)acetic acid, 
;3-{2-{5-methyl-2-(4-(2-methylpropyl)phenyl)oxa20l-4-yl)ethoxy)phenyl)acetlcacid, 
;3-(2-(5-methyl-2-(4-t-butylphenyl)oxa2ol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-methoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
3'(2-(5-methyl-2-(3,4-dimethoxyphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(5-methyl-2-phenyloxazol-4-yl)methoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-phenylthia2ol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(3-(5-methyl-2-phenyloxa2ol-4-yl)propoxy)phenyl)acetic acid, 
;3-(2-(2-phenyloxa2ol-4-yl)ethoxy)phenyl)acetic acid, 

;3-(2-(5-methyl-2-(3-chloro-4-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-ethyl-2-phenyloxazo!-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-butylphenyl)oxazoi-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-chlorophenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(2-methylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(3-methyIphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-rnethyl-2T(4-trifluoromethylphenyl)oxazol-4-yl)ethoxy)phenyl)acetic acid, 
;3-(2-(5-methyl-2-(4-fluorophenyl)oxazol-4-yl)ethoxy)phenyI)acetic acid, 
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